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UNITED STATES COURT OF APPEALS 
FOR THE DISTRICT OF COLUMBIA CIRCUIT 


No. 24,877 


UNIMED, INC., 
Petitioner, 
Ve 
ELLIOT RICHARDSON, SECRETARY OF HEALTH, 
EDUCATION, AND WELFARE, AND CHARLES C. 
EDWARDS, COMMISSIONER OF FOOD AND DRUGS, | 


Respondents. 


ON PETITION TO SET ASIDE AN ORDER OF 
THE COMMISSIONER OF FOOD AND DRUGS 


PETITIONER'S BRIEF 


STATEMENT OF THE ISSUES PRESENTED 


I. Whether there is substantial evidence to sup- 


port the Commissioner's rejection of Unimed's longitudinal 


studies on his finding that no longitudinal study lis acceptable 
for an investigation of the effect of Sere on high frequency 


vertigo attacks in Meniere's disease patients. 
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II. Whether there is substantial evidence to sup- 
port the Commissioner's findings in individual criticism of 
any of Unimed's four longitudinal studies. 

ItI. Whether there is cubstantial evidence to sup- ~ 
port the Commissioner's findings in rejection of Unimed*s 
placebo-controlled studies. 


Iv. Whether the Commissioner's revocation of 


approval so far as it rests on “untrue statements of material 


facts" in the NDA is contrary to law. 


This case has not heretofore been before this Court. 


REFERENCE TO PARTIES AND RULINGS 


All of the parties to this proceeding are identi- 
fied in the caption. The Hearing Examiner's tentative findings 
of fact, tentative conclusions of law, and tentative order of 
revocation are set forth at R. 5452-5529. The Commissioner's 
Rulings on Exceptions to the Hearing Examiner's tentative find- 
ings and conclusions, and the Commissioner's findings of fact, 
conclusions of law, and order of revocation are set forth at 


JA. 412-446." 


STATEMENT OF THE CASE 


This is an appeal from an order of respondent Ed- 


wards, Commissioner of Food and Drugs (Commissioner), which 
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revoked approval of the drug, Serc, owned by petitioner, Uni- 


med, Inc. (Unimed). 


I. Proceedings before the Commissioner 

In February, 1963, Unimed, a small drug company 
whose chief product is Serc, filed its New Drug Application 
for the approval of Serc tablets to reduce the Coors of 
vertigo in Meniere's disease patients suffering from high 
frequency vertigo attacks. Ex. G-1 (the New Drug aApplica- 
tion), Vol. 1, p. 140. The then Commissioner, Dr. Goddard, 
approved the application in November, 1966, after nearly four 
years of additional submissions by Unimed of scientific find- 
ings, as well as meetings, telephonic discussions, and corres- 
pondence with the Food and Drug Administration (the Agency). 
Ex. G-l. 

In approving the application, Commissioner Goddaré 
found, as required by Section 505 of the Federal Food, Drug, 
and Cosmetic Act of 1938, as amended (the Act), 21 U.S.C. 

Sec. 355, that: (1) Serc was shown to be safe, a fact which 
has not sincé been in issue; and (2) there was substantial 
evidence of Serc's having the effect it is penresenved to have 


under the conditions of use prescribed, recommended, or sug- 


gested in its labeling (Ex. G-1, Vol. 11, pp. 110-111). 


Section 505 of the Act defines "substantial evidence" to mean 
“evidence consisting of adequate and well-controlled investi- 


gations, including clinical investigations, by experts 


qualified by scientific training and experience to evaluate 
the effectiveness of the drug involved, on the basis of which 
it could fairly and responsibly be concluded by such experts 
that the drug will have the effect it purperts cr is 

sented to have under the conditions of use prescribec, 
mended, or suggested in the labeling or proposed labeling 
thereof.” 

Serc's labeling, prepared by the Agency itself, 
claims "some evidence suggesting” that Serc "may reduce" the 
frequency of Meniere's disease vertigo episodes in "some 
patients"; states that the clinical studies on the efficacy 
of Serc were concerned with patients suffering from high 


frequency vertigo episodes; and concludes that no inference 


of efficacy can be drawn with respect to Meniere's disease 


patients with only occasional episodes of vertigo. Ex. G-l, 
Vol. 11, pp. 114, 116. 

Pollowing the Agency's approval of Serc, the Inter- 
governmental Relations Subcommittee of the House Government 
Relations Committee (the "Fountain Subcommittee," from its 
Chairman, Congressman Pountain) sought and obtained all of the 
Agency's files on Serc, and, thereafter, through correspondence 
and telephone calls to the Agency pursued detailed questions 
into the scientific data on Serc, and particularly the data 
submitted by Dr. Joseph Elia. R. 5033-5035, 5914. The Agency 


called in Dr. Elia to discuss questions raised concerning the 


validity of his data; but the meeting resulted in assurances 

: | 
by the Agency that the questions raised had been satisfactorily 
answered, and that the Agency "did not plan to pursue the 


matter further." JA. 399; R. 4706. 


‘The Fountain Subcommittee again pursued the Agency 


with specific and detailed questions concerning the. scientific 
data on Serc, including Dr. Elia's data. JA. 409. In 

reply, the Agency advised Congressman Fountain of its intention 
to act in revocation of its approval of Serc. R. 4721-4722. 
Accordingly, the then new Commissioner Ley issued such notice 
of revocation with opportunity for hearing, and Unimed elected 
a hearing. R. 4179, 4181. 

Unimed submitted and the Agency agreed to consider 
new data on clinical investigations of, the efficacy of Serc, 
additional to the clinical data on which approval had been 
based. Ex. G-l, Vol. 17.1, p. 90; ltr. F.D.A. file, from Com- 
missioner Ley to Unimed, dated August 26, 1968. Since, ad- 
mittedly (R. 5970), the Agency had no one on its staff with 
expertise in Meniere's disease, the Agency submitted all data 
on the clinical investigation of Sere to review and evaluation 
by six, independent, outside medical consultants, both within 
and outside Government, selected by the Agency as experts in 
Meniere's disease. Four of the five experts who reported 


their evaluations to the Agency found that the clinical data 


aid provide a basis for responsible decision on the efficacy 

of Serc and concluded that Serc is effective. All five ex- 
perts found in the clinical data reviewed one or more clinical 
studies fulfilling the statutory requirement of "adequate and 
well-controlled investigations by experts qualified by scientific 
training and experience to evaluate the effectiveness of the 

@rug involved." R. 5052; Ex. A, pp. 2-5, 10. 

Unimed submitted the same clinical data to five 
outside experts of its selection. Their findings were sub- 
stantially the same as the findings of the Agency's outside 
experts - four of the five stated that it can be fairly and 
responsibly concluded that there is "substantial evidence" (as 
defined by Section 505(d) of the Act) of the efficacy of Sere; 
and only one of the five felt that Unimed's clinical studies 
were not "adequate and well-controlled." R. 5052; Ex. A, pp. 
5-7. 

Within two weeks of then Commissioner Ley's re- 
ceipt of the findings of the ten outside Agency and Unimed 
experts, the Fountain Subcommittee in hearings on Sere ex- 
haustively questioned the clinical studies of Sere as being 
“adequate and well-controlled" and as presenting "substantial 
evidence" of the efficacy of Serc. Commissioner Ley and other 


Agency officials were interrogated at length on why the Agency 


had not revoked its approval and taken Serc off the market. 


R. 5818-5981. 


Commissioner Ley then decided to parece nis notice 
of proposed revocation of Serc approval. R. 4185. Unimed un- 
successfully moved to suspend hearing on the revocation notice 
for the reason that "an improper intrusion into the ladjudicatory 
process by Congress has disqualified Commissioner Ley, his 
advisors, and the Agency itself from further participation in 
the matter." R. 5052, 6386. The evidentiary hearing before a 
Hearing Examiner was concluded. R. 1-4178. Unimed (R. 5353- 
5450) and Agency counsel (R. 5190-5236) submitted proposed 
findings. The Hearing Examiner made tentative findings and 
a tentative order of revocation, all adverse to Unimed. R. 
5452-5529. Unimed filed exceptions with present Commissioner 
Edwards. R. 5530-5572. Following oral argument before him, 
the Commissioner entered findings of fact, conclusions of law, 
and his order revoking approval of Serc. JA. 412-446; R. 5685, 


5686-5688, 5698. The Commissioner, on Unimed's application 


(R. 5689-5697), then stayed his revocation order pending resolu- 


tion of this appeal to the Court (R. 5699-5700) . 


II... The Central Issue on this Appeal 
In the proceedings before the Commissioner, Unimed 
relied on five clinical studies all conducted by experts in 
Meniere's disease and all evaluated by such experts as show- 
ing the efficacy of Sere in reducing the vertigo atitacks of 
Meniere's disease patients suffering from a high frequency of 


such attacks. The Commissioner rejected all five of those 


clinical investigations as not satisfying on the record be- 
fore him the requirement of Section 505(a) of the Act that 
such an investigation be “adequate and well-controlled" to 
constitute “substantial evidence” of eificacy. R. 5554-5684. 
The central issue on this appeal is whether the Commissioner's 
rejection of each of the five studies as not being adequate 
and well-controlled, and the key findings underlying each such 
rejection, are supported by substantial evidence. 

Bence, we proceed to a summation of the pertinent 
evidence, and first to the evidence on the nature of Meniere's 
@isease and its vertigo symptom, particularly in patients af- 
flicted with high frequency vertigo. For, and on this point 
there is no dispute, the design and content of an adequate 
and well-controlled study must be adapted to the disease and 


symptom investigated. JA. 313-314; R. 4023-4024, 4030. 


IItl. The Nature of Meniere's Disease 


There was no testimony in contradiction of the fol- 


lowing facts attested by the experts in Meniere's disease who 


testified at the hearing. Meniere's disease is a disease of 
the inner ear. One of its classic symptoms is attacks of 
vertigo - the spinning or other nonexistent movements of the 
patient, or the spinning or other nonexistent movements of the 
patient's spatial environment. 

The scientific name for Meniere's disease is 


endolymphatic hydrops, meaning a pleurisy or oversupply of 


endolymph, a fluid in. the inner ear. The endolymph is both 
produced and absorbed by a membraneous system of micro-circu- 
lation of blood supplied by the labyrinthine artery into the 
ear. The immediate cause of a pleurisy or oversupply of endo- 
lymph is the overproduction or underabsorbtion, or both, of 
that fluid. An oversupply of endolymph abnormally increases 
endolymphatic pressure which, inter alia, adversely affects 
the balance (vestibular) part of the inner ear, and causes the 
symptom of vertigo attacks. | 

A vertigo attack is a subjective cympton in the 
sense that the disequilibrium felt is not real. But no amount 
of psychogenic, optimistic feeling, derived from the fact of 
receiving medication, whether actual or apparent (a placebo) , 
will prevent a vertigo attack, or for more than a few weeks 
affect most patients’ description of it. JA. 220-222, 267- 
269. The vertigo attacks are episodic with intervening re- 
missions. The frequency rate of vertigo attacks varies from - 
patient to patient, ranging up to a high frequency of one a 
month or more. A severe attack of vertigo is a serious, 
frightening, and disabling thing. Patients can and do stagger 
into the doctor's office. Severe and high frequency vertigo 
incapacitates a patient for his livelihood and any normal 
existence. JA. 75, 87, 177-178; R. 1645. 

No testimony contradicted the foregoing facts. 
A question of key importance on the nature of vertigo in 


Meniere's disease, closely related, aS will be seen, to the 
issue of adequate and well-controlled investigations, is 
whether the vertigo attacks of a Meniere's disease patient 
suffering from high frequency vertigo follow a predictable 
pattern. All six of Unimed's witnesses who testified on 
that key question, and were all, admittedly and without 
question, experts in Meniere's disease, affirmed the follow- 
ing: In the case of most patients, the individual patient 
after a period in the range of three to twelve months from 
the outset of the disease establishes for himself a predictable 
frequency of vertigo attacks, clearly discernible by observa- 
tion of the patient and his history, and predictable for the 
future in the absence of effective treatment or surgery; such 
predictable frequency of vertigo attacks is particularly true 
of patients with high frequency vertigo; and the departure of 
a patient from his established and predictable frequency of 
vertigo attacks, and remissions of vertigo for months or years 
outside his predictable frequency are rare. JA. 81-86, 88, 
103-104, 109-110, 122, 128, 131-134, 178-183, 187-188, 215, 
217-219, 223, 241-242; R.- 1530. 

‘Three Agency witnesses, who admittedly were not 
experts in Meniere's disease, who had no personal experience 
with it, and whose expertise lay in fields unrelated to 


Meniere's disease, claimed the vertigo frequency rate to be 


unpredictable. Those were: Agency employee, Lidd, a pedia- 


trician and allergist; Agency employee, Chacalos, a physiologist 
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in the basic sciences; and Agency consultant, Beaver, a pharma- 
cologist. JA. 2, 11-14, 43-44, 44-45, 283-284, 287-288, 292- 
293; R. 144, 808, 809, 839. 

The only other witness who claimed unpredictability 
of vertigo rate was Agency witness, Moon, an otolaryngologist 
(otolaryngology covers diseases of the ear, nose and throat). 
Among his patients, he has Meniere's disease patients. How- 
ever, among his new patients only one in twelve is a Meniere's 
disease patient; his practice is surgery, and he operates on 
very few Meniere's disease patients; and none of his publica- 
tions deals with Meniere's disease or any study of it. He did 
not claim to be an expert in that disease. To the best of his 
recollection, he has not had even one patient me had a long 
remission of vertigo after frequent attacks. Most of such 
Meniere's disease patients as he has do not have high frequency 
vertigo; and many of them desert him for other oCtoree thus 
prejudicing observation over any extended period. On the 
record here, he never had a sufficient number of Meniere's 
patients for a sufficiently long period to recognize the. develop- 
ment of individual, established, and predictable rates of 
vertigo observed by the six witnesses, admittedly expert in 
Meniere's disease, who testified for Unimed; and he never en- 
gaged in any observations directed to ascertaining the presence 
or absence of established and predictable vertigo rates or un- 


predictable long-term remissions. Moon's feeling of unpre- 


dictability, so far as it is not hearsay, rests, as he states , 


12. 


(JA. 282), on a mere "clinical impression,” and he recognizes 


the “fallacy of clinical impressions." JA. 274-275, 277, 281; 
R. 3669-3670, 3758,. 3771-3772. 


Iv. fhe Nature of Sere 

Serc, the drug here involved, is betahistine hy- 
a@rochloride, an analogue of histamine (R. 2045, 2989-2990), 
which is taken orally and. under doctor's prescription. It is 
not a suppressant or depressant drug, i.e. a drug like aspirin 
oer morphine which reduces the patient's feeling of the severity 
of a symptom by raising his threshhold of pain and discomfort, 
but does not work on the mechanism of the symptom's cause and 
so prevent, or reduce the rate of, its reappearance. JA. 90, 
100; R. 1454, 1520, 1697, 3125-3132, 3523-3524, 3555; Ex. 
G-1, Vol. 17.1, pp- 140, 173-176. Sere is a vasodilator in 
dilating and affecting the blood flow of the labyrinthine 
artery into the labyrinthine part of the ear. JA. 101, 102, 
110, 228-229; R. 2126-2127, 2257, 2989-2990. In the opinion of all 
of the half-dozen expert witnesses who testified on the point, 
the efficacy of Serc rests on its action as such a vasodilator, 
the effect of which is beneficial to the micro-circulation of 
the labyrinth, and results in decreasing the endolymphatic 
pressure - the cause of vertigo attacks in Meniere's disease. 
JA. 86, 90, 100-102, 107, 111-112, 114-115, 223-224, 227, 242; 


R. 2267-2269, 2989-2990, 3151-3153, 3555. Such unanimous 


expert opinions were based on: (1) Animal studies showing 
such vasodilatory CES and reduction of endolymphatic 
pressure by histamine. JA. 110-111; R. 2074, 2224-2231 (Serc . 
is an analogue of histamine which, unlike histamine, can, 
without bad side effects be repeatedly taken orally xather than 
administered intravenously. R. 2054, 2172-2175, 3544); (2) 

the well-established fact that the action of histamine on peopl 
the same as on animals (JA. 102; R. 2045-2046, 2050, 2073-2074, 
2554); and (3) animal studies demonstrating that Serc, taken 
orally, is not destroyed by digestive juices, but gets into 

the bloodstream, and like, histamine, acts as a potent vaso- 
dilator increasing the blood flow into the labyrinth and 
affecting the labyrinthine micro-circulation (Ex. cl, Vol. 
17.2, pe 154; R. 2253-2258, 2269-2270). - pharmacologic effects 
not susceptible of direct demonstration in people but indi- 
cating the same effects in people (R. 2258, 3917). 

The duration of the reduction of endolymphatic 
pressure effected by the taking of Sereninal vary roms patient 
to patient and is not known. Serc is not a cure for Meniere's 
disease. If the: taking of Serc is discontinued, at some point 
endolymphatic pressure will again increase. JA. 137-139; 

R. 2049. : 


No testimony or other evidence, whether expert or 


unexpert, conflicts with any of the foregoing facts under 


this subheading IV on the nature of Serc. 
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The Type of Clinteal Study Accept- 
able for an Adequate and Well- 
Controlled Clintcal Investigation 
of the Effect of Sere on Mentere's 
Disease High Frequency Vertigo 


An adequate and well-controlled clinical study 


must have a control as a standard of comparison. A placebo- 


controlled study utilizes a placebo control, i.e. the effect 


upon the patient of the drug under investigation is compared 
to the effect of a placebo upon the same patient. An his- 
torically controlled study, interchangeably called a longi- 
tudinal study, utilizes a traditional type of control known 

as an historical control. Ina longitudinal study, a patient 
takes the drug in question for the duration of the study, and 
there is no use of a placebo. The standard of comparison for 
the condition of a patient at the end of a longitudinal study 
is his disease history and condition at baseline, i.e. when he 
entered the study. Ina placebo-controlled study, the patient 
on the drug investigated is compared to himself on placebo; in 
a longitudinal study, the patient on the drug investigated is 
compared to himself at baseline. JA. 88-89, 184, 194-195, 303- 
304; R. 1858, 1859, 2593-2594, 2687-2689, 3814-3815. A 

third type of study could compare the patient on the investi- 
gative a@rug with himself on a known remedy; but that type of 
study is not possible for Meniere's disease vertigo, since 
there is no accepted remedy known. R. 5666. SO much suffices 


for the undisputed background, necessary for understanding 


that aspect of the central issue of substantial evidence which 
| 


concerns the Commissioner's rejection of all of the longitudinal 
studies relied on by Unimed as showing the efficacy of Serc. 
The testimony of the experts in Meniere's disease 
is in unanimous agreement in preferring a longitudinal study to 
a placebo-controlled study for a clinical investigation into 
the effect of Serc on high frequency vertigo in Meniere's di- 
sease patients. Their reasons are: (1) The results of a 
longitudinal study are more certain because the continuous 
administration of the active medication, Serc, permits a study 
for a number of months whereas a placebo-controllea study which 
leaves its patients without actual medication while on placebo 
is limited to a number of weeks; (2) the results of a longi- 
tudinal study are more clear, since its greater length elimi- 
nates any real possibility of bias or psychogenic effect from 
the mere taking of a Sere pill, whatever its efficacy; (3) the 
results of a.longitudinal study are more clear, since such a 
study avoids the inevitable confusion, inherent in a placebo- 
controlled study, between the effect of placebo and the effect 
of Serc which, because of the unknown duration of its working 
on the mechanics of vertigo attacks, can extend into placebo 
periods; and (4) ethical considerations against leaving a 
patient with the serious and disabling condition of high fre- 


quency vertigo attacks without any possible medication aid 


during any extended placebo period. The testimony of Kupperman, 


a pharmacologist (the science of pharmacology deals with the 
interaction of drugs and living systems (JA. 283-284)), whose ex- 
perience covers studies of drugs for disturbance of the ear's 
vestibular functions, including motion sickness, is in accord. 
JA. 81, 88-89, 104-105, 136-139, 147-149, 155-156, 185-187, 
195, 215-217, 225-226, 227-228, 233-236, 242-243, 244-246, 
258-262; R. 1466, 1539-1540, 2664-2665. No one with any 
personal knowledge of Meniere's disease testified to the con- 
trary. 

Beaver, a pharmacologist with experience limited 
to analgesic drugs (pain relievers remote from Meniere's di- 
sease, or Serc, or any disease or drug like either of them), 
testified to guidelines for adequate and well-controlled 
studies, any one or more of which might become inapplicable 
to a particular study when its design is fitted to the par- 
ticular disease being investigated. JA. 313-314, 4023, 4030, 
4039-4040. One of his guidelines was that a longitudinal 


study is impermissible if the disease symptom being investi- 


gated does not follow a predictable course. JA. 304-306. 


VI. The Longitudinal Studies Relied on by Unimed 
Among the clinical studies relied upon by Unimed 
as substantial evidence of Serc efficacy in the proceedings 
before the Commissioner were four longitudinal studies: The 
Bertrand fourth study (Ex. G-l, Vol. 17.1, pp- 171-172; Ex. 


R. 30; R. 3169-3170; the Godlowski study (Ex. G-1, Vol. 17.2, 


p. 79); the Wolfson study which was in part a longitudinal 
study (Ex. G-1, Vol. 16.4, p. 256; R. 1907, 2430); and the 
Rubin study (Ex. G-1, Vol. 13.2, pb. 202; R. 1553). Each of 
the patients in these studies had a high frequency rate ort 
Meniere's disease vertigo attacks of one, Or two, on more per 
month. 

The Bertrand study had twenty-four matients with 
a baseline history of the disease ranging from six months to 
twenty-eight years. Serc was administered to each |patient 
for a period ranging from six months to twenty-six months, 
with one exception of four months. The results were: For 
twelve patients, complete elimination of vertige attacks; 
for eight patients, marked improvement in vertigo attacks: 
for four patients, no improvement. 

The Godlowski study had fifteen patients with a 
baseline history of the disease ranging from eight! months to 
thirty years, excepting one patient who in six os reached 
a baseline of almost daily vertigo attacks. With one patient 
a dropout after a month, Sere was administered to each of the 
other fourteen patients for a period ranging from five to 
forty-six months. The results were: For Serteen patients, 
complete elimination of vertigo attacks; for one patient, no 
improvement. | 


The Wolfson study was a combined piacebo-controlled 


and historically controlled study. At the outset, nineteen 
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patients, with a baseline history of the disease ranging from 
one to eighteen years, were studied in a double crossover 
(each patient went from placebo to Serc, or vice-versa twice) 
with a two weeks’ period each for Serc and placebo. The re- 
sults of this part of the study were: Serc reduced the vertigo 
attacks of twelve out of sixteen patients (there were three 
dropouts). In the historically controlled or longitudinal 
part of the study, Serc was then administered to each of ten 
patients for a period ranging from one to nine months. The 
results were: Por eight patients, complete elimination of 
vertigo attacks; for one patient, vertigo attacks reduced; 
and one patient a@iscontinued at the end of one month and con- 


sidered a failure. 


The Rubin study had twenty-one patients with a 


baseline history of the disease of not’ less than one to five 
years. Nine patients aropped out of the study before six 
months of Serc, for reasons not related to efficacy (JA. 90- 
92). Five of those nine patients had a_lower rate of 
vertigo attacks when they dropped out of the study than they 
had had at baseline. Results for the remaining twelve pa- 
tients to each of whom Serc was administered for a period 
ranging from six to thirteen months were: Eight of them 
benefited from Serc far out of proportion to all types of 
possibility other than the efficacy of Serc. 

In the uncontradicted opinion of the experts in 


Meniere's disease who testified, each of the foregoing studies 
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had a sufficient number of patients with a sufficient baseline 
of high frequency vertigo, and a sufficient duration fora 
determination of Serc efficacy. JA. 97-100, 185, 192-193, 
194, 227, 233-234, 237-238; R. 1549, 1971-1972, 2609, 2957, 
3184, 3610. The experts in Meniere's disease considered each 
of the foregoing studies to be an adequate and well-controlled 
investigation showing Serc effective in reducing the high fre- 
quency vertigo attacks of Meniere's patients. JA 92-100, 108- 
109, 147, 184-187, 188-191, 192-193, 194-195, 230-234, 236-238; 
R. 1560, 1591, 2957-2962, 3180; Ex. G-1, Vol. 17.2, p. 79. No 


one with any experience in Meniere's disease disagreed. 


VII. The Placebo-Controlled Studies 
Relied on by Unimed 


So far as placebo-controlled studies are concerned, 
Unimed relied on the Leach study, in addition to the placebo- 
controlled part of the Wolfson study (see pp. 14-15, supra). 

The Leach study was incaboncontroiieas crossed 
over (each patient started on placebo or Serc and then crossed 
over to the other), randomized (whether a patient imitiasty, 
receives Sere or placebo decided at random, i.e. by chance), 
double-blind (by use of a lettering or numbering code which 


is not broken until completion of a study, neither the investi- 


gator, nor the patient, knows whether the pills being admin- 


istered are Serc or placebo). Ex. G-l, Vol. 17.1; p. 219; 


R. 2288, 2295, 2296, 2386, 2396. The Leach type of study is 
permissible for an adequate and well-controlled investigation 
of the effect of Serc in reducing the high-frequency vertigo 
attacks of Meniere's patients, whether or not such patients 
ever establish a predictable pattern of such attacks. JA. 15- 
16, 26-27, 37-39, 104-105, 222-223, 258; R. 210, 995, 1703, 
2594, 3843, 3885, 3888; and see 1653. 

The Leach —eis had twenty-six patients, all 
suffering from high frequency vertigo attacks of one or more 
per month, with a baseline history of the disease in periods 
of years for the majority of the patients. The duration of 
the study was for two months, with each patient receiving Serc 
and placebo for one month each. The results were: Sixteen 
of the twenty-six patients had fewer attacks of vertigo when 
on Serc than when on placebo and each of the sixteen showed 
on Sere a reduction in vertigo attacks as against baseline. 
Ex. G-l, Vol. 17.1, p. 2197 R. 2304-2306, 2347-2348. 


The Leach study had a sufficient number of pa- 


tients with a sufficient baseline of high frequency vertigo 


and a sufficient duration of study and treatment periods for 

an adequate and well-controlled clinical investigation of 

Sere efficacy. JA. 156, 222-223, 232-233, 234-235; R. 890, 

1467, 1536, 1760, 2291, 2609, 2623, 2778-2779, 3585, 3587, 
3641-3642, 3962, 3998-3999, 4011, 4023. The experts in Meniere's 


@isease considered the Leach study to be an adequate and well- 


Sere effective in 


controlled clinical investigation showing 


reducing the high frequency vertigo attacks of Meniere's pa- 


tients. JA. 127-128, 223. 


. 


VIII. Ihe Commissioner's Decision on 
the Central Issue of Whether any 
of the Five Studies Relied on by | 
Unimed were Adequate and Well- 
Controlled 


The only studies at issue on this appeal are the 


foregoing five studies relied on by Unimed as showing Serc 


efficacy. The Agency did not submit any studies to show in- 
The central issue before the Commissioner was 


d as show- 


efficacy. 
whether any of the five studies relied on by Unime 


ing Serc efficacy was adequate and well-controlled. The Com 


missioner concluded that none of the five studies was adequate 


. i 
| 


and well-controlled. JA. 445. 


The Commissioner refused to accept any of the four 


longitudinal studies (Bertrand, Godlowskt, Rubin, and Wolfson 


in part) as adequate and well-controlled because, as he found, 


“the vertigo associated with Meniere's disease” follows no 


predictable pattern. For that key finding on a characteristic 


of Meniere's disease, the Commissioner had no testimony of any 


expert in Meniere's disease, but had to rely on, as he did, 


the inexpert testimony of pediatrician Lidd, pharmacologist 


Beaver, physiologist Chacalos, and otolaryngologist Moon. 


Beaver, and Chacalos, with no personal knowledge of Meniere's 


and 


redicated their opinions on what they had read; 


disease, P 


Lidd, 
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Moon, with a limited personal knowledge of Meniere's disease, 
and no personal knowledge of predictability of vertigo attacks 
in high frequency patients (see pp. 11-12, supra) predicated 
his testimony of unpredictability, at least in part, on his 
idea of medical opinion “as far as I can read” (R. 3680). 

JA. 425. Relying upon pharmacologist Beaver's guideline of 

the general inappropriateness of a longitudinal study for in- 
vestigation of a subjective symptom (JA. 421), the Commissioner 
rejected all four of the longitudinal studies on the further 
ground that vertigo is a subjective symptom. JA. 426. 

The Commissioner had other criticisms of the indi- 
vidual, four longitudinal studies. It is not apparent whether 
any of such criticisms would have sufficed for rejection in 
the Commissioner's mind, if considered apart from his basic 
findings of unpredictability and subjectivity of the vertigo 
symptom. Nevertheless, we now turn to statement of those 
criticisms and their support, or lack of support, in the record. 

The Bertrand study on which Unimed relied before 
the Commissioner was the fourth of four studies he had done. 
As to the third study, on which, as the Commissioner was ad- 
vised, Unimed did not rely, the Commissioner found (JA. 444): 

Although 58 patients were treated in Study 

III, patient data sheets on approximately seven 
patients were submitted. Nine patients had condi- 


tions in addition to or different from Meniere's 
disease. Insufficient data was submitted to enable 


: 


the evaluation of the investigator's conclusions. 


As to the fourth study which is the only Bertrand study at 
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issue on this appeal, the Commissioner merely concluded that 
“study IV suffers from similar deficiencies," without reveal- 
ing what he considered to be the "similar deficiencies." JA. 
444, The undisputed facts of record are: (1) All case his- 
tories for the patients in the fourth study were submitted at 
the hearing below; and (2) all of such patients had Meniere's 


: 
disease with high frequency vertigo. Ex. G-1, Vol. 17.1, pp. 


171-172, 198; Ex. R. 30 and 34, ead 

The Commissioner (JA. 436) noted in the Godlowski 
longitudinal study a variation of Sere dosages for "some 
patients," and concomitant medications for a majority of the 
patients. Dosages varied for four of the fifteen patients in 
the study. Ex. G-1, Vol. 17.2, pp. 80-1006. The Commissioner 
does not state the significance, if any, of such dosage varia- 
tion; and there was no testimony invalidating the study on 
that ground. With one exception, all non-Serc medication 
during the study (i.e. concomitant medication) for any patient 
was balanced by administration of the same medication to that 
patient up to baseline (i.e. entry into the study) with no 
effect on the patient's vertigo ‘attacks. Ex. ci, Vol. 17.2, 
pp. 80-100; R. 1681, 1682. The one exception (Bx. G-1, Vol. 
17.2, p. 86) got thyroid which, on undisputed testimony, is 
irrelevant to Meniere's disease. R. 1640, 2333-2334. 

Four of the patients in the Rubin longitudinal 


study of twenty-one patients received a placebo for part of 
| 
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their treatment period. We have not relied, and do not rely 
on such placebo treatment as a control. Without evaluation 

of the weakening effect of such placebo treatment, if any, the 
Commissioner (JA. 433) states it is 2 change in the design of 
the study with no explanation from Dr. Rubin as to how the four 
patients were selected for partial placebo creaciens. As Dr. 


Rubin testified (R. 1547), his purpose in the placebo treat- 


ment was to get his own impression of whether Serc changes the 


disease mechanism, and, pursuant to that purpose, the four 
patients had obviously been selected for the partial placebo 
treatment because they had improved on Serc administration. 
See Ex. G-1l, Vol. 13.2, pp- 203, 205, 208. There was no testi- 
mony that the partial placebo treatment for four patients in- 
validated the study. J 

We continue with the Commissioner's comment on the 
Rubin study. Dr. Rubin in evaluating the results of his twenty- 
one patient study applied his personal strict standard of not 
less than six months of Serc administration per patient. There- 
fore, he did not rely on the results for nine patients who had 
dropped out of the study before receiving six months of Serc. 
The Commissioner (JA. 433-434) erroneously claims that full in- 
formation on the nine dropouts “is not set forth either in the 
NDA or the witness’ testimony." He goes on to speculate: “it 
is possible that some or all of these nine patients left be- 


cause they were not improved with Serc, and would, thus, 


25 


| 

represent additional unimproved patients taking sere." The 
facts of record are: - (1) Full information on the nine pa- 
tients is set forth in the NDA; (2) none of the nine patients 
failed to complete six months of Sere administration for any 
reason related to Serc efficacy; and (3) five of the nine 
patients had reduced vertigo attacks while on Serc. Ex. G-l, 
Vol. 13.2, pp. 198-251, and particularly patients» numbered 5, 
11, 12, 13, and 15 at p. 202; JA. 90, 92; R. 1560, 2950. 

The Commissioner (JA. 437-438) had three criti- 
cisms of the placebo-controlled part of the Wolfson study: 
(1) For "some patients" (three, including one dropout, see 
Ex. G-1, Vol. 13.2, pp. 251-385) the information supplied pro- 
vided a baseline vertigo frequency rate for only the two weeks 
prior to entry into the study; (2) the study was only semi- 


randomized in that the initial treatment for a patient, i.e. 


whether placebo or Serc, was selected by chance, but there- 


after consistent alternation between Serc and placebo was 
followed; and (3) the study while single blind throughout 
(patients do not know whether they are getting Serc or placebo) 
was double blind (the doctor does not know either) enly as to 
the first ten patients in the study. The Commissioner assigned 
no weight to his first two criticisms, but did conclude, with- 
out any supporting testimony, that the third criticism (partial 


lack of double-blindness) would, “standing alone," invalidate 


the placebo-controlled part of the Wolfson study. As to the 
longitudinal part of the Wolfson study, the Commissioner feels 
(JA. 438), without assigning any particular weight to that 
feeling, that the data submitted “consists almost wnolly of the 
investigator's statements; no meaningful clinical data was ate 
mitted.° However, the ten patients in the longitudinal part 
of the study had been in the placebo-controlled part of the 
study, and all their clinical data was submitted. Ex. G-l, 
Vol. 13.2, pp- 251-401. 

The Leach study originally covered fifty-three : 
patients, consisting of forty patients initially diagnosed as 
Meniere's disease, and thirteen patients suffering vertigo 
from other conditions. Randomization was among the fifty- 
three. Fourteen of the Meniere's patients were dropouts, 
leaving twenty-six Meniere's patients. The randomization 
among the fifty-three patients resulted by chance in thirteen 
Meniere's patients starting on placebo, and thirteen Meniere's 
patients starting on Serc. The double-blind coding was a two- 
letter one of A and B. During the course of the study, but 
before breaking of the code, Dr. Leach confirmed his initial 
diagnosis of Meniere's disease for some of the patients. No 
initial diagnosis of any patient was changed. Ex. G-l, vol. 
17.1, Pp- 214, 219-408; R. 2292-2293, 2295, 2299, 2324, 2343, 
2353-2356, 2359, 2378-2379, 2385, 2391-2392, 2411; JA. 326-327. 


On the erroneous assumption (see particularly, Ex. G-l, Vol. 17.1, 


p. 214 and R. 2378-2379, 2411) that some of the twenty-six 
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Meniere's patients had been selected after the breaking of the 
code, the Commissioner (JA. 439-440) criticized the study for 
reaching an homogeneous population of high frequency vertigo 
Meniere's patients "in an ez post facto manner," and for 


"weakened" randomization. Contrary to all the evidence (JA. 


363; R. 3005, 3492), the Commissioner (JA. 440) held a two-letter 


blind coding to be "not. . - acceptable." The Commissioner 
(JA. 440-441) believes the study should have been | stratified (i.e. 
internal randomization among individual small groups with dif- 
ferent, significant variables) because with no stratification 
"the frequency and severity of vertigo in the group started 

on placebo was substantially different from that of the group 
starting of Serc," and frequency and severity of vertigo "could 
influence the results of this study." All of the twenty-six 
patients had high frequency vertigo, and the order of treat- 
ment was by chance. Ex. G-l, Vol. 17.1, p. 219. ‘Finally, 

the Commissioner noted “approximately ten" of the twenty-six 
patients as taking concomitant drug therapy a@uring the study 
(JA. 440). According to all of the evidence of record, nine 
patients took, or might have taken concomitant medication (i.e. 
medication other than Serc or placebo). Ex. G-1, Vol. 17.1, 
pp. 219-408; R. 2311, 2319, 2332, 2344. Each of the nine pa- 
tients either took a suppressant drug (i.e. one which reduces 
the felt severity of a vertigo attack) in the placebo period 


only, thus prejudicing the results of Serc as compared with 
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placebo, or took a suppressant drug in both the placebo and 
Sere periods, so balancing its effect and not affecting the 
study's results, or. took a medication irrelevant to vertigo, 
such as thyroid for a thyroid condition, balanced in both 
periods, neosynephrine for a nasal spray, actifed (one week) 
for sinus drainage, or prostalphin (3 days), an antibiotic, 
for a nose infection. With the exception of the one patient 
who got one week of actifed for sinus drainage, all of the 
concomitant medications were beyond Dr. Leach's control, and 
none of them was prescribed by him. Of the seventeen patients 
who took no concomitant medication, eleven patients did better 
as to vertigo attacks while on Sere than while on placebo. 


Ex, G-1, Vol. 17.1, P- 219; JA. 385-386, 387-389; R. 1681-1682, 


2310, 2314, 2315, 2318, 2319, 2324, 2329, 2331, 2333-2334, 


' 2336-2337, 2345. 

Without assigning conclusive weight to any of his 
criticisms of the Leach study, the Commissioner (JA. 441) re- 
lied on all of his criticisms for rejection. 

Ix. The Commissioner's Holding 

- Regarding the Elia Study 

In his Order the Commissioner concludes that the 
New Drug Application for Sere contains “untrue statements of 
material facts" because, in the opinion of Agency personnel 
not expert in Meniere's disease or the drug Serc (R. 359, 653- 


654), certain discrepancies exist between the conducting of a 


1965 study by Dr. Joseph Elia as compared to data submitted 
to the Agency and appearing in a medical journal article in 
1966 (JA. 428-429). These discrepancies had to ao with the 
double-blindness of the study, variation in the periods within 
which the study patients were examined and given a supply of 
the drug treatments, variance in the degree of severity and 
relief between the patient's evaluation and the doctor’ s, and 
the use of concomitant medication (JA. 427-428, 431). 

Before so concluding, the Commissioner found, and 
accurately so, that in the proceedings before him, Unimed did 
not rely on any of Dr. Elia's clinical investigations (JA. 431). 
Inasmuch as Unimed did not rely on any of Elia’ s studies in 
those proceedings and for the reasons set forth in the argu- 
ment that follows (see pages 57-62, infra), the @iscrepancies 
with respect to Elia's 1965 study, in ‘our view, are not in 
issue in this appeal. To the extent that the Commissioner 
in his Order saw fit to comment on the aiscrepancies, however, 
we state the following facts regarding those discrepancies. 

Dr. Elia conducted Be planned studies for Unimed 
to evaluate the effect of Serc in reducing the frequency of 
vertiginous episodes in Meniere's patients suffering from high 
frequency vertigo. The first study was submitted to the 
Agency in 1964 and the other in 1965. 

The 1965 study was a double-blind crossover study 


of nineteen patients for a duration of eight weeks, with each 


patient in randomized order receiving two weeks of active and 
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two weeks of placebo medication in alternating fashion (Ex. 
G-1, Vol. 8, pp. 150-278). The Agency accepted this study 
in connection with approval of Unimed's New Drug Application 
in November of 1966. The 1964 study and the other testing 
of the drug by Elia prior to that time were not material to 
the NDA approval (R. 5946). 

Some two years after the 1965 study had been com- 
pleted by Dr. Elia, and some six months after it had been 
reviewed and accepted in the approval of the NDA for Serc, 
on-site investigations were made by Agency personnel Dr. Alan 
Lisook, an internist (JA. 24-25), and Mr. John arnold, a FDA in- 
spector from the San Francisco District (R. 368-370), into the 
office records of Dr. Elia, and, through personal interviews, 
of several of the patients who participated in the study two 
years earlier (R. 552, 553)- Agency investigator Lisook, 
one of the two Agency personnel conducting and evaluating the 
interviews and examining the records, is admittedly not an 
expert in Meniere's disease, has never diagnosed or treated 
a Meniere's patient, and has never conducted or participated 
in a study involving a drug for anti-vertigo in Meniere's di- 
sease (R. 359). 


There is nothing in the record to indicate that 


FDA inspector Arnold, the other FDA employee conducting and 


evaluating the interviews and examining the records, was any 


better qualified to do so. 


Following the visits to Dr. Elia, Lisook reported 
to the Agency that, as a result of his examination of the pa- 
tients’ records and of his interviewing of certain patients 
involved in the study, in his opinion certain discrepancies 
appeared in the Elia data submitted to the Agency on the 1965 
study. In the same report Lisook stated that despite these 
discrepancies "there is reason to believe that Serc is an 
effective drug for the treatment of vertigo” and cited the fact 
that "of the 18 patients interviewed who were juagea to have 
true vertigo, 15 professed definite relief which was attri- 


buted to the drug” (JA. 398). 


Consistent with the Agency's policy and practice 


in such matters, Dr. Elia was invited to discuss the discrepancies 
with the Agency, and did so on September 15, 1967. As a result 
of that meeting, on September 29, 1967, the then Commissioner, 
Dr. Ley, advised Dr. Elia that the Agency was satisfied with 
his explanation of the double-blind aspect of the [study and 
the concomitant therapy, and concluded that "we fee? that the 
conference served a useful purpose and we do not plan to. pursue 
the matter any further" (JA. 399). 

After continuing and extensive prodding by the 
Fountain Subcommittee, on May 28, 1968, the Agency again met 
on the Elia study. Dr. Goddard, the then Commissioner, was 
present at that meeting. There was general agreement at the 


meeting that the Agency accepted Dr. Elia's explanation of the 


one case in which the code “was proken” (afrcer the study 3a 
been completed (Ex. G-1, Vol. 8, P- 148; R. 1416, 4709) and 
to accommodate a reauest of a ratient's records for a court 
proceeding), that the matter of She severity of vertige is a 
subjective impression that may very well vary betwsen any two 
medical people taking such histories at quite divergent times 
(Dr. Lisook's interviewing and impressions coming some two 
years after those of the clinical investigator, Dr. Elia), 


that in any event this was not grounds per sé for invalidating 


the study, and that the only question of concern was that of 


concomitant medication (which Dr. Elia aid not record inasmuch 
as in his opinion the concomitant medication given for short 
periods had nothing to do with anti-vertigo control, and he 
felt as a clinical investigator he was obliged to report, 
under concomitant medication, only those medications which 
might have some effect on the progress or results of the 
study) (Agency Memorandum by Dr. B. Harvey Minchew, May 28, 
1968). 

Less than two months later, after still further 
prodding by the Fountain Subcommittee, the notice of intention 
to withdraw Sere from the market was issuec, in which Dr. 
Elia's study was cited as the basis for the New Drug Appli- 
cation containing untrue statements of material facts (see 
pages 4-7, supra) - Subsequent thereto, the Agency accepted 


additional data of scientific investigators for Unimed other 


than Dr. Elia, and certain of this additional data was relied 
on in the proceedings before the Commissioner and is now re- 


lied on in this appeal. 


ARGUMENT 


There ts no Substantial Evidence to Support 
the Commissioner's Rejection of Unimed's 

_ Longitudinal Studies on his Finding that 
no Longitudinal Study ts Acceptable for an 
Investigation of the Effect of Sere on High 
Frequency Vertigo Attacks in Meniere's Di- 
sease Patients. 


| 
The Commissioner rejected all four of Unimed's 


longitudinal studies because of two basic findings of fact: 
First, that a longitudinal study cannot validly be used for 
investigation of the effect of a drug on a symptom which is 
unpredictable and subjective (JA. 421); and second, that the 
symptom of vertigo attacks in Meniere's disease patients with 
high frequency is unpredictable and subjective (JA. 425). 

For the first of his two basic findings, the Com 
missioner found support solely in the testimony of Dr. Beaver 
(JA. 421). Beaver set forth his guidelines for adequate and 
well-controlled studies, any one or more of which, as he stated, 
might become inapplicable to a particular study when its de- 
sign is fitted to the particular disease or symptom being in- 
vestigated. One of his guidelines was that a Jongsttadsnas! 
study is impermissible if the symptom being investigated is 
unpredictable and subjective. Beaver, a pharmacologist, is 


not, himself, experienced ir Meniers's disesse, and his ex- 
perience as a pharmacologist is limited to analgesic drugs, 
i.e. pain killers, remote from Meniere's disease or Serc, or 
any disease or drug like either oF thom. JA. 304; 305-306, 313- 
314; R. 4023, 4030, 4039-4040. 

For his finding that unpredictable vertigo attacks 


are a characteristic of Meniere's disease in patients suffer- 


ing from high frequency vertigo, the Commissioner (JA. 425-426) 


relied on the testimony of four witnesses. But the expertise 

of three of those four witnesses lay in fields unrelated to 
Meniere's disease; they were admittedly not experts in Meniere's 
@isease; and they had no experience in Meniere's disease. Those 
three witnesses were Agency employee Lidd, a pediatrician and 
allergist; Agency employee Chacalos, 2 physiologist in the basic 
sciences; and Agency consultant Beaver, a pharmacologist. The 
testimony of each of them reflected only his recollection of 
what he had read about Meniere's disease in preparation for 

his testimony. JA. 2-3, 11-13, 40, 43-45, 283-284, 287-288, 
292-294; R. 46, 54, 144, 808, 809, 839, 3785, 3791-3793. 

The only other Senees who claimed the unpredicta- 
bility of the frequency rate of vertigo attacks in high fre- 
quency vertigo patients was Agency witness Moon, a surgeon 
otolaryngologist. Among his patients, he has some Meniere's 
@isease patients; but most of those do not suffer from high 


frequency vertigo. Only one in twelve of his new patients is 
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a Meniere's disease patient; and, while his weees is surgery, 
he operates on very few Meniere's disease patients. None of 

his publications deals with Meniere's disease or any investi- 
gation of it; and he does not claim to be an arent in that 
disease. Many of such Meniere's disease soca <2 he gets 
desert him for other doctors, thus prejudicing his observa- 

tion of them for more than a short period. On the record here, 
he never had a sufficient number of Meniere's patients for a 

. sufficient length of time to recognize the development of indi- 
vidual, established, and predictable frequencies of vertigo 
observed by the six witnesses, all admittedly expert in Meniere's 


3€-39, infra). 


disease, who testified to predictability (see pr. | 


And Moon never engaged in any observations directed to ascertain- 
ing the presence or absence of established and predictable 
vertigo frequencies for individual patients. To the best of 

his recollection, he has not had even one patient who had a 

long remission of vertigo after frequent attacks. As Moon 
stated, his claim of the unpredictability of sonics frequency 

in Meniere's patients is based on a mere "clinical impression," 
the "fallacy" of which he, himself, recognizes (JA. 282), and 

on his understanding "as far as I can read" (R. 3680). JA. 274- 
276, 2773; R. 3669-3670, 3758, 3762-3765, 3771-3772. 


There is formal support in the record for the Com- 


missioner's finding that vertigo is a subjective symptom. Ad- 


mittedly, vertigo is subjective in the sense that the room, 


for example, which the patient feels to be spinning is not 
actually doing so. But that subjectivity, when considered to- 
gether with other and important aspects of vertigo shown on 
this record, is, as we point ont dbelcw, irrelevant to the 
choice the Commissioner made between a longitudinal, histori- 
cally controlled study and a placebo-controlled study. 


Such is the evidence in support of the Commissioner's 


rejection of all longitudinal studies of the effect of Serc 


on high frequency vertigo in Meniere's disease patients. Ob- 
serve that the Commissioner has transformed the Beaver guide- 
line of a placebo control for study of a subjective or un- 
predictable symptom into a fixed and immutable requirement 
permitting of no exceptions no matter what else is shown. The 
Commissioner has adopted regulations setting forth the criteria 
for adequate and well-controlled clinical investigations. 21 
C.F.R. Section 130.12, as amended May 8, 1970, 35 Fed. Reg. 
7251-7252. One criterion excludes the use of an historical 
control for an investigation of an unpredictable symptom; but 
it is specifically provided that such criterion (or any other, 
for that matter) can be waived by the Agency's Director of the 
Bureau of Drugs. We do not urge the applicability of the 
criteria regulations to this case since Unimed's studies were 
completed years before the proposal or adoption of those regu~ 
lations, all evidence had been received and all briefs had been 


filed before promulgation of those regulations, and counsel 


on both sides have understood and treated this case at all 


times as one not governed hy those regulations, and hence to 


be decided on the evidence produced. However, in| caution, we 


formally applied to the Commissioner and the Director of the 


Bureau of Drugs for declaration of the inapplicability of the 
criteria regulations, and, in the alternative, to the Director 
of the Bureau of Drugs for such waiver of the criteria for 

use of an historical control as, in his opinion, might be 
necessary in relation to Unimed's studies. Those| applications 
are still pending and undecided. But the point we make here 

is that this case, apparently, is the only one in which the 
Commissioner has applied an ironclad rule of no historical 
control for a subjective or unpredictable Seon no matter 
what the relevant evidence is. In other cases, governed by 

the criteria regulations, waiver on the basis of relevant evi- 
dence can be granted by the Director of the areee of Drugs. 
The danger of enforcing such discriminatory treatment is surely 
pertinent in indicating the need for careful inguiry into the 
actual existence of substantial evidence for the Commissioner's 
rejection of Unimed's longitudinal studies. 

Even when considered alone, the evidence support=- 
ing the Commissioner's finding of vertigo as an unpredictable 
symptom is hardly substantial. The testimony of Lidd, Chacalos, 

and Beaver, all without any experience in Meniere' s disease, 


was pure hearsay; and the testimony of Moon was largely so 


(see pp. 34-35, supra). Hearsay alone cannot serve as sub- 


stantial evidence of the Commissioner's einding.2’ 


Such, if the rest of the record be ignored, is the 
nature of evidence supporting the: Comnissioner’s rejection of 
all of Unimed's longitudinal studies. However, for that evi- 
dence to constitute "substantial evidence” it must be found 
"substantial" when considered in the light of the whole aoe! 
and as against "contrary," "opposing evidence," and “whatever 
in the record fairly detracts from its weight." See Brantff 
Atrways Incorporated v. C.A.B., 126 U.S. App- D.C. 399, 409, 

379 P.2a 453, 462-463 (1967); Willapotnt Oysters, Ine. ve Ewing, 
C.A. 9, 174 F.2d 676, 685 (1949), cert. den. 338 U.S. 860; Uni- 
versal Camera Corp. V- F.L.R.B., 340 U.S. 474, 488. 

We look at the whole record. The Commissioner re- 
jected studies with historical control in favor of studies with 
placebo control for the effect of Sere on high frequency vertigo 
in Meniere's disease patients. Opposed is the evidence of all 
of the six experts in Meniere's disease. They unanimously 
agreed in preferring historical control to placebo control. 

And did so for weighty and explicit reasons. First, the re- 
sults of a Longitudinal study with historical control are more 
Consolidated Edison Co. V- N.L.R.B-, 305 U.S. 197, 230; 
Willapoint Oyetere, Inc. ve Ewing, C-A- 9, 174 F.2d 676 

(1949), cert. den. 338 U.S. 860; N.L.R.B. V- Amalgamated 
Meat Cutters, C-A- 9, 202 F.2d 671, 672-673 (1953). 


Kowal v. U.S., C- Cl., 412 F.2d 867, 270 (1969); Wheat- 
ley V- Adler, 133 U.-S- App- D.C. 177, 407 F.2d 307 (1968). 


certain since the continuous administration of ERE CEEVE medi- 
cation, Serc, permits a study of many monthouceratton while 2 
placebo-controlled study Jeaves its patients ee 

tion in the placebo period, and is, therefore, nece 

much more limited in duration. Second, the Serie ofa 
longitudinal study with historical control are more clear be- 
cause its longer duration eliminates any real possibility of 
bias or psychogenic effect from the mere taking fila: Serc 
pill, whatever its efficacy. Third, the resuits of a longi- 
tudinal study with historical control are more clear in that 
such a study avoids the inevitable confusion between the ef- 
fect of Serc and placebo which is inevitable in a placebo- 
controlled study because the effect of Serc, with dts unknown 
duration of working on the underlying cause of vertigo, can 
extend into placebo periods. And fourth, there are serious 
ethical considerations against leaving a patient with the 


disabling condition of high frequency vertigo attacks with- 


out any possible aid from active medication @uring any ex- 


tended placebo period. In accord is the testimony of Kuoper- 


man, a pharmacologist whose experience covers studies of drugs 


for disturbances of the ear's vestibular functions, including 


3/ 


motion sickness.— No one with any personal knowledge of 


Meniere's disease testified to the contrary. 

On  ————— 

3/ We do not repeat the many supporting record BSCEORESS 
which are set forth at pp. 18-19, supra. 


The Commissioner took note.of neither the unani- 
mous preference of the Meniere's disease experts for an his- 
torical control rather than 2 placebo control, nor the experts’ 


reasons for that preference. Farther, he toox no note of the 


related, undisputed, and expert testimony showing: (1) The 


design and content of a study must, as Beaver allowed, be 
adopted to the disease and symptom investigated (JA. 314; R. 
4021-4023, 4030); (2) severe attacks of vertigo are frightening 
and disabling, and when frequently repeated in high frequency 
vertigo incapacitate a patient for his livelihood and any 
normal existence (R. 1293, 1523-1524, 1645, 2741); and (3) the 
immediate underlying cause of vertigo is endolympnatic pressure. 
In insisting on placebo control, the Commissioner (cf. JA. 431- 
433) ignored the undisputed and expert testimony, adversely 
relevant to that insistence, that Serc as a vasodilator works, 
if effective, for some unknown length of time varying with 
each patient, on the mechanism of vertigo by increasing blood 
flow into the labyrinth and affecting its micro-circulation 
(see pp. 12-13, supra). Our requests for findings (R. 5353- 
5450) on all of the foregoing, undisputed and expert testi- 
mony went unheeded. 

Essentially, the Commissioner based his require- 
ment of placebo control on the mechanical application of a 
simple syllogism, and did not face up the evidence which 
did not fit it. For his major premise, the Commissioner, 


going further than his current regulations (see p. 36, supra), 


posits a principle, allowing no exceptions, prohibiting use 

of an historical control for investigation of an unpredictable 
and subjective symptom. As we have already said (see De 22, 
supra), he got the major premise from Beaver who was only dis- 
cussing guidelines to be adjusted and fitted to the Cisease. 
For his minor premise, the Commissioner finds as a characteristic 
of Meniere's disease that high frequency vertigo is subjective 
and unpredictable. For the subjective part of his minor 
premise, he relied solely on the fact that ina vertigo attack 
nothing is really spinning; and for ihe unpredictable part 

his reliance was on inexpert testimony which was almost en- 
tirely hearsay, and so far as it was not hearsay (Moon's 
"clinical impression") was inseparable from it (see pp. 34- 
35, supra). So long as one stays within the framework of the 
Commissioner's simple syllogism, his conclusion is inescapa- 
ble - as a matter of logic. But the opposince evidence and 
opposing relevant considerations, which were outside of the 
syllogism's framework and not discussed dy the Commisstone 


despite requests for findings on undisputed evidence (R. 


5353-5450), show no possibility that the Commissioner "could 


fairly and reasonably find" (Braniff Airways Ineonporated Vv. 
C.A.B., 126 U.S. App. D.C. 399, 409, 379 F.2d 453, 462-463 
(1967)) the conclusion he reached in rejection of studies 
with an historical control. As already pointed out (pp. 38- 


39, supra), his criterion is directly contrary to'the opinion 


of all the experts in Meniere's disease who testified and to 
the reasons for such unanimous expert opinion. We now pro- 
ceed to examination of the evidence and ccensiderations opposed 
to the major parts of the Commissicner’s major and minor 
premises. 

Beaver's guideline of no historical control for 
study of a subjective and unpredictable symptom is directly 
contradicted, so far as Meniere's disease vertigo is concerned, 
by the testimony of Kupperman (JA. 156, 244; R. 2611, 3495). 
Both are pharmacologists. However, Beaver had no experience 
related to Meniere's disease or Serc, or any drug or disease 
like either of them, and Kupperman did (see pp. 18-19, 33, 
supra). More importantly, Beaver's guideline of use of a 
placebo control for a subjective symptom is directly opposed 
to the criteria for adequate and well-controlled studies only 
recently promulgated by regulations. Unless waived by the 
Director of the Bureau of Drugs, the regulations recognize a 
*no treatment" control (not involved in this case) as valid 


“where objective measurements of effectiveness are available 


and placebo effects are negligible." But the regulations on 


use of an historical control contain no prohibition against 
its use in study of a subjective symptom, or affirmative re- 
quirement of an objective symptom for its valid use. Con- 
trast subparagraph (a) (5) (ii) (a) (4) (2) to subparagraph (a) (5) 
(ii) (a) (4) (zv) of Section 130.12 of the regulations, 21 C.F.R. 


Section 130.12, as amended May 8, 1970, 35 Fed. Reg. 7251- 


7252. For Unimed's studies, conducted before the Agency pro- 


vided criteria guidance for adequate and well-controlled 
studies, the Commissioner has imposed an ironclad require- 
ment of no historical control for study of a subjective 
symptom - a requirement not imposed for current studies con- 
ducted under the guidance of the Commissioner's recently 
promulgated criteria. 

Vertigo in Meniere's disease is a subjective 
symptom, but only in a sense which, as the record shows, is 
irrelevant for insistence on a placebo control. Beaver's 
reason for his general guideline of placebo control for a 
subjective symptom is, of course, that a patient TERY feel 
improvement from the mere taking of a pee whether it has 
nothing in it (a placebo) or nothing effective in nA (a drug 
being tested). However, the case here specifically concerns 
Meniere's disease vertigo, and ample evidence shows , with- 
out contradiction, that no amount of subyjective feeling de- 
rived from the mere fact of receiving medication, whether 
actual or apparent, will prevent an attack of vertigo, or 
for more than a few weeks affect most patients' description 
of it. JA. 220-222, 267-269. The patients in the four 
longitudinal studies rejected by the Commsionenireceived 
Serc for periods ranging from four to fort’-six months. The 


results of those studies were clear: Out of twenty-four pa- 


tients in the Bertrand study, complete elimination of vertige 


attacks for twelve, and marked improvement for eight; out of 
fourteen patients in the Godlowski study, complete elimina- 
tion of vertigo attacks for thirteen; out cf ten patients in 
the Wolfson study, complete elimination of vertigo attacks 
for eight, and one improved; and out of twelve patients in 
the Rubin study, eight benefited from Sere far out of propor 
tion to any possibility other than the efficacy of Serc. See 


pp. 16-18, supra. The Commissioner considered neither the 


undisputed fact of the extremely limited subjectivity of a 


vertigo attack, nor the length of the four longitudinal studies 
as being carried on for many months more than the few weeks 
of a patient's possible good feeling from any pill, nor the 
results of the studies as being clear beyond any substantial 
possibility of psychogenic bias, nor the fact that the studies 
were being received only for substantiation of the claim (made 
in the labeling, see P- 4, supra) that there is some evidence 
suggesting that Serc may reduce the frequency of vertigo at- 
tacks in some Meniere's disease patients with high frequency 
vertigo. The Commissioner merely took his premise of no his- 
torical control for a subjective symptom and mechanically 
applied it to Meniere's disease vertigo. The Commissioner 
overlooked all of the undisputed evidence which made his 
mechanical application impossible. 

The Commissioner's finding on the unpredictability 
of high frequency vertigo attacks, based, as it was, on inex- 


pert and hearsay testimony (see pp- 34-35, 41, supra), is 


opposed by the testimony of all six of the EES Meniere's 
| 
disease who testified on that key point 
of Meniere's disease. All of them affi 
Vertigo attacks are episodic with interven: 
a frequency rate varying from pati 
in the case of most patients and particularly %: 
frequency vertigo, each patient in a period 
months from the onset of the disease 
predictable, and clearly discernible 
partures for months or years from that predic 
rate are rare. See pp. 9-10, supra, and reco 
therein cited. Moreover, most of 
patients in the four longitudinal 
disease for years, and the experts in Meniere's CR ESSES 
conducted those studies had no difficulty in discerning 
predictable frequency rates (see pp. 16-19, ae 
of this expert testimony went unobserved while inexpert and 
hearsay evidence was found conclusive. 
Finally, the Commissioner's rejection of the four 
longitudinal studies was contrary to: (1) The Seraiaomy of 
all of the experts in Meniere's disease who found the studies 


to be adequate and well-controlled (see pp. 


and (2) the opinion of the two groups of outsi im ial 


experts in Meniere's disease, who reviewed the studi es an 


were selected by the Agency or Unimed for that purpose 


pp. 5-6, supra). 


In sum, the Commissioner's rejection of the four 
longitudinal studies considered on the whole record was 
reache€ only by an inadequate process which, first, erected 
a Beaver guideline (itself disputed by a more qualified 
pharmacologist) into a strict requirement gcing far beyond 
the Commissioner's own regulations; and then, second, found 
vertigo a subjective symptom for purpose of choice between a 
placebo and historical control although all of the undisputed 
evidence showed the limited subjectivity of vertigo to be 
irrelevant to that choice; ana then, third, found vertigo ‘to 
be unpredictable on inexpert and hearsay evidence while dis- 
regarding all of the expert testimony in the record; and then, 
fourth, in arriving at rejection of the studies, disregarded 
both-the unaminous preference of the experts for an historical 
control, and the solid reasons given for that preference. 


The Commissioner's rejection on the four longi- 


4 
tudinal studies "lack{s] significant support in the record,"— 
no/ 


and is contrary to "the solid sense of the entire record. 
The rejection must be set aside as not supported by substantial 


evidence unless the Court is expected to confine itself to a 


ee 


Caleutta East Coast of India and East Pakistan/U.S.A. 
Conference V- Pederal Maritime Comn., 130 U.S. App. D.C. 
261, 264, 399 F.2d 994, 997 (1968). 


Victor Products Corp. V- N.L.R.Be, 93 U.S. App. D.C. 56, 
61, 208 F.2d 834, 839 (1953). 


"dutiful nod in the direction of ‘substantial evidence. 106/ 
In our view, the lack ‘of substantial evidence in support of 
the Commissioner's rejection is plain enough on the evidence 
of record. Cf. U.S. v. Hoxsey Cancer Clinic, C.A- 5, 198 F.2d 
273 (1952) (a finding as to a cancer cure is not supported by 
substantial evidence and is clearly erroneous when supported 
only by the testimony of doctors who are not experts in can- 
cer, laymen, and hearsay as opposed to the testimony of ex- 
perts in cancer); Mississippi River Puel Corp. V- Pederal 
Power Com'n., 82 U.S. App. D.C. 208, 211, 163 F.2d 433, 446 
(1947) (a key finding supported only by general testimony of 
one witness is not supported by substantial evidence when 
opposed by specific testimony to the contrary) - | 

Should there be any doubt on the absence here of 
substantial evidence to support the Commissioner, we rely on 
three other considerations which, according to the pertinent 
authorities, should resolve any doubt in favor of a , "no sub- 
stantial evidence” holding. First, in this revocation pro- 
ceeding, the burden of proof was on the Commissioner. Beil 
Goddard, C.A. 7, 366 F.2d 177, 181 (1966); Philadelphia Co. 
S.E.C., 84 U.S. App. D.C. 73, 83, 175 F. 2a 808, e18 (1948). 
That factor militates against finding substantial evidence 


when its presence on the whole record is doubtful. Wheatley 


v. Adler, 133 U.S. App. p.C. 177, 407 F.2d 307 (1968). The 


| 
6/ United Steelworkers of America V. N.L.R.B., CoA-D.C. 441 


‘F.2d 1005 (1970). 


circumstances of this case do not indicate any “unavailability 
of other and better evidence" than the general testimony of 
one pharmacologist (who had ne experience related to Meniere's 
Gisease or Serc, or anyvthine like either cf them) to support 
the Commissioner's major premise of.no historical control for 
a subjective or unpredictable symptom, and the inexpert and 
hearsay testimony to support his minor premise of the unpre- 
dictability of Meniere's disease vertigo. See Willapoint 
Oysters, Ine. v. Euing, C.A. 9, 174 F.2d 676, 691 (1949), cert. 
Gen. 338 U.S. 860. If the Commissioner's premises accord with 
reality, the Court should reasonably anticipate a more pro~ 
bative type of evidence than is actually presented in their 
support. Third, there are many indications on this record of 
Congressional pressure strongly and repeatedly exerted on two 
former Commissioners (and other Agency officials) to initiate 
and secure revocation of the approval of Serc. See pp. 4-6, 


supra. The decision of the new and respondent Commissioner 


may be “legally freed from [the] imputation" of such pressure. 


Nevertheless, in considering the issue of substantial evidence, 
the Court "must take care that the [Commissioner] has not been 
influenced .. . however unconsciously" by “that feeling” 
which can naturally arise from recent and persistent Cong- 
ressional pressure. Cf. N.L.R.B. Vv. Pittsburgh S.S. Co., 


340 U.S. 498, 502. 
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The Commissioner made some findings in criticism 
of some details of each of the four longitudinal studies. 
The lack of substantial evidence in support of those find- 
ings we discuss in our next point. However, eins the Com 
missioner's decision (JA. 412-446) does not indicate whether 
any or all of those findings, standing alone, would suffice 
in his mind to invalidate any one or more of the four studies, 
his order of revocation must be set aside for lack of sub- 
stantial evidence to support his overall rejection of an his- 
torical control for study of Meniere's disease vertigo. 
Bridges v. Wizon, 326 U.S. 135, 155-156; Brantff Airways In- 
corporated v. C.A.B., 126 U.S. App. D.C. 399, 412-413, 379 
F.2d 453, 466-469 (1967); Kovae v. Immigration and Naturalt- 


sation Service, C.A. 9, 407 F.2d 102, 108 (1969). 


. 


II. Each of the Commissioner's Find- 
ings in Criticism of Detail of 
Any of Unimed's Four Longitudt- 
nal Studies has no Substantial 
Evidence to Support it. 


The Commissioner's criticism of the Bertrand study 


(JA. 444), apart from its general rejection for use of an his- 
torical control,. appears to be a complaint that “insufficient 
data was submitted to enable the evaluation of the investigator's 
conclusions." (see p. 23, supra for context and detail) The 
complaint is devoid of any support in the testimony and is con- 


trary to the clear facts of record; for all completed case 


histories for the patients in the Bertrand study were sub- 
mitted at the hearing below. £E G-1, Vol. 17.1, pp. 171-172, 
198; Exs. R. 30 and 34. The experts in Meniere's disease who 
evaluated the Bertrand study had no difficulty in finding it 
to be adequate and weli-controlled, and in cencluding from its 
clear results (complete elimination of vertigo attacks for 
twelve patients and marked improvement in vertigo rate for 
eight patients, as against no improvement for four patients) 
that it showed the efficacy of Serc. JA. 95-97, 194, 236-238; 
R. 1591, 3180. 

The Godlowski study was criticized by the Com- 
missioner (JA. 435-436) because of variation in Serc dosages ad- 
ministered, and concomitant medications (see p. 23, supra, for 
detail). So far as dosage variation is concerned, the Com- 
missioner does not state its significance, if any; and no 
witness criticized the study on that ground. So far as con- 


comitant medication is concerned, the Commissioner (JA. 423-424, 


426-427} himself recognizes that concomitant medication may or 


may not invalidate a study depending on evaluation of the 
particular circumstances involved. The particular circum- 
stances here of which the Commissioner takes no note are that, 
with one exception, all non-Serc medication received by any 
particular patient during the study was balanced, and hence 
shown to be ‘neutral, by receipt of the same medication by 
that patient up to baseline (i.e. entry into the study) with 


no effect on his vertigo attacks. Ex. G-l, Vol. 17.2, pp- 
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80-100; R. 1681,.1682. ‘The one exception (Ex. G-1, Vol. 17.2, 


p. 86) got thyroid which, on undisputed testimony, is irrele- 
vant to Meniere's disease. R. 1640, 2333-2334. Here again, 
the experts in Meniere's disease who evaluated the Godlouski 
study found it to be adequate and well-controlled, and con- 
cluded from its clear results (complete elimination of vertigo 
attacks for thirteen patients as against no provement for 
one patient). that it showed the efficacy of Serc. “JA. 97- 
100; Ex. G-1, Vol. 17.2, p. 79. | 
The Commissioner made two comments, sesaencay, 
adverse, on the Rubin study - one related to the fact that 
four of the twenty-one patients in the study received a 
placebo for part of their treatment period; and the other 
related to the fact of nine dropouts. Our Statement of the 
Case sets forth the pertinent record evidence and considera- 
tions which make clear, without need of argument, that the 
Commissioner's comments, if in any way intended to be state- 
ments of invalidating defects, are contrary to the evidence 
and without support. Hence, in avoidance of mere repetition, 
we respectfully refer the Court to pages 23-25 of the State- 
ment of the case. But here again, the experts in Meniere's 
@isease who evaluated the Rubin study found it to be adequate 
and well-controlled, and concluded from its clear results 
(see p. 18, supra) that it showed the efficacy of Serc. JA. 92- 
93, 93-95, 184-186, 192-193, 233-234. | 


The Commissioner criticized the iongitudinal part 


of the Wolfson study for lack of clinical data. The criticism 


is without support in the record. The patients in the longi- 
tudinal part of the study had been in the placebo-controlled 
part of the study, and all their clinical data was submitted. 
Ex. G-l, Vol. 13.2, pp. 251-401. The experts in Meniere's 
@isease who evaluated the Wolfson study had no difficulty in 
finding it to be adequate and well-controlled, and in conclud- 
ing from its clear results (in the longitudinal part of the 
study, complete elimination of vertigo attacks for eight pa- 
tients with reduction of vertigo attacks for one patient as 
against one patient discontinued at the end of one month and 
considered a failure) that Serc is effective. Ex. G-1, Vol. 
16.4, p. 256; JA. 93-95, 108-109, 147, 192-193, 233-234; R. 
1560, 1907, 2430, 2957-2962; and see R. 2619-2620. 
III. The Commissioner's Findings in 

Rejection of Unimed's Placebo 

Controlled Studies were made 

Without the Support of Sub- 

stantial Evidence i 

Two of Unimed's studies (Wolfson's study in part, 
and the Leach study) utilized a placebo control. These studies 
were, therefore, rejected by the Commissioner on grounds other 
than his overall rejection of any longitudinal, historically- 
controlled study. 
With respect to the placebo-controlled part of the 


Wolfson study, the Commissioner (JA. 436-438) had three 


criticisms. To two of these he assigned no weight in his de- 
cision (see p. 25, supra). However, he flatly relied for re- 
jection on the study's being double-blind only as to the first 
ten of the nineteen patients in the study, although the study 
was single blind throughout (patients did not know whether 
they were getting Serc or placebo). The Commissioner's recently- 
promulgated regulations, which admittedly did not directly 
govern this particular case, provide, as to "blindness ," only 
that: "Level and methods of 'blinding,' if used, are to be 
documented." (Emphasis supplied) 21 C.F.R. Section 130.12 (a) 
(5) (ii) (a) (4), as amended May 8, 1970, 35 Fed. Reg. 7251. 
Finally, there is nothing in the evidence to suggest that 


Wolfson, the investigator, was, in recording and analyzing 


the responses of his patients, in any way biased, unconsciously 


or otherwise by his partial lack of “blindness." 

The Leach study, a double-blind erossover study 
with placebo control, originally had fifty-three patients, 
consisting of forty patients initially diagnosed as suffering 
from Meniere's disease, and thirteen patients suffering vertigo 
from other conditions. Randomization (whether a patient starts 
on placebo or Serc decided by chance) was among the original 
fifty-three patients. Fourteen of the Meniere's patients were 
dropouts, leaving twenty-six Meniere's patients. The randomi- 
zation among the original fifty-three patients resulted in 


thirteen Meniere's patients selected by chance to start on 
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placebo, and thirteen Meniere's patients selected by chance to 
start on Serc. The double-blind coding was by the two letters 

A and B. During the course of the study, but before breaking 

the code, Dr. Leach confirmed his initial diagnosis of Meniere's 
@isease for some patients; but no diagnosis of Meniere's dt-.- 
gease was changed for any pattent. Ex. G-1, Vol. 17.1, pp- 

214, 219-408; JA. 326-327; R. 2293, 2295, 2324, 2343, 2353, 

2356, 2378-2379, 2385, 2391-2392, 2411. The Commissioner (JA. 
439-441) cricized the study for reaching a homogenous population 
of high frequency vertigo Meniere's patients "in an ez post facto 
manner." But that criticism was based on the assumption, con- 
trary to the fact of record, that some of the twenty-six Meniere's 
patients had been selected after the breaking of the code. The 
Commissioner (JA. 440) speaks critically of "weakened randomization." < 
Neither the Commissioner, nor anyone else, by way of testimony 

or otherwise, has offered any reason why the allocation by 

chance of thirteen patients to start on placebo and thirteen 

to start on Serc by a randomization among fifty-three patients 


is somehow "weaker" than the same result by randomization among 


forty_/ patients. We know of no such reason. In direct contra- 


diction of all of the evidence on the point (JA. 363; R. 3005, 
3492), the Commissioner found the two-letter blind coding to 

be "not . - - acceptable” (JA. 440). The Commissioner (JA. 440-441) 
7/ Forty is the correct comparison, and not twenty-six. Ran- 

— domi zation precedes treatment, and would necessarily have 


covered all forty Meniere's patients before the dropping 
out of fourteen left twenty-Six. 


believes the study should have been stratified (i.e. internal 


randomization among subgroups with different, significant 
variables) because "the frequency and severity of ostice in 
the group started on placebo was substantially different from 
that of the group starting on Serc," and frequency, and severity 
"could influence the results of this study." There is no evi- 
dence to support the Commissioner's speculation that differ- 
ences in vertigo frequency and severity could influence the 
study results, and, hence, required stratification. All of 

the twenty-six patients had high frequency vertigo in this 
study which was directed to testing Unimed's claim of Serc's 
efficacy for reducing vertigo in some high frequency vertigo 
patients; all of the twenty-six patients were Sreatad with both 
placebo and Serc; and the order of placebo or Serc treatment 


for each patient was by pure chance (randomization) . Ex. G-1l, 
Vol. 17.1, p.. 219. | 

Finally, as to the Leack study, the Commissioner 
noted “approximately ten" of the twenty-six patients as tak- 
ing concomitant medication during the study (R. 5679). Accord- 
ing to all of the evidence of record, nine patients took, or 
might have taken some medication other than Serc or placebo. 
As the evidence shows, each of the nine patients either took 
a suppressant drug (i.e. one which reduces the felt severity 
of a vertigo attack) in the placebo period only, thus prejudic- 
ing the results of Serc as compared with placebo, and, sensibly 


considered, making the Serc efficacy results more impressive 
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than the study shows; or took a suppressant drug in both the 


placebo and Serc periods, so balancing its effect without af- 
fecting the study's results; or took a medication irrelevant 
to vertigo, such as thyroid for a thyroid condition, balanced 
in both periods, neosynephrine for a nasal spray, actifed (for 
one week) for sinus drainage, or postalphine (for three days) , 
an antibiotic, for a nose infection. With one exception of 
one patient who got the one week of actifed for sinus drain- 
age, all of the concomitant medications were beyond Dr. Leach's 
control, and none of them was prescribed by him. Most im 
portantly, as the Commissioner did not note, eleven of the 
seventeen patients who clearly took no concomitant medications, 
did better as to vertigo attacks on Serc than on placebo, 
which would still leave a study, impressive in its results 
on Serc efficacy, even if the evidence had justified throwing 
ovt the results for the nine patients who got or might have 
gotten some concomitant matonetonees The experts in Meniere's 
disease who reviewed the Leach study found it an adequate and 
well-controlled clinical investigation showing the efficacy 
of Serc in reducing the high frequency vertigo attacks of 
Meniere's patients. JA. 127-128, 223. 

Without assigning conclusive weight to any of his 


criticisms of the Leach study, the Commissioner (JA. 441) 


8 The extensive record references which support the text 
discussion of concomitant medication are set forth at 
pp. 27-28, supra, and are not repeated here. 


relied on all of them for rejection. We have shown all of 
them to be unsupported by substantial evidence, although such 
a showing as to but one or more of his criticisms would suf- 


fice for remand. See the authorities cited supra at p. 49. 


The Commissioner's Revocation of 

Approval so far as tt Rests on 

"Untrue Statements of Material | 

Facts". in the NDA is Contrary |, 

to Law 

In his Order the Commissioner concludes that under 
Section 505 (e) (4) of the Act, the New Drug Application for 
Serc contains “untrue statements of material facts" because 
of certain discrepancies in.clinical data furnished to Unimed 
by Dr. Elia and subsequently submitted to the Agency by Unimed 
as pest of its NDA for Sere (JA. 445). | 
For his finding of “untrue statements" the Com- 

missioner relies on the non-expert opinion of FDA investi- 
gator Lisook and other non-expert FDA personnel regarding dis- 
crepancies in the reporting of a 1965 clinical study by Dr. 
Elia to Unimed and in a subsequent medical journal article 
by Dr. Elia on the study, as compared to the actual conduct 
of the study. Lisook's claims of discrepancies were based on 
his personal interviews with patients who had Coaniered the 
study some two years previously and on his review of the pa- 


tient's office records of that same period (R. 552, 553). 


Lisook himself admitted that “because of the time lag" in- 


volved, he “did not consider this the best circumstances" (R. 553). 


In meeting on the Elia data the Agency concluded 
that Elia's explanation of the one case in which the code 
appeared to be broken satisfied the question of double-blind- 
ness, that a question of the possible effect of concomitant 
medication of the results of the study existed, and that the 


other discrepancy regarding the patient's severity of disease 


"was a subjective impression of two medical people taking 


histories at'quite divergent times and was not grounds per se 
for invalidating the study" (Agency Memorandum by Dr. B. Harvey 
Minchew, May 28, 1968). But nowhere at the meeting was there 
any suggestion of an intentionally false submission. On at 
least three other occasions - in a 1967 letter by the then 
Commissioner to Dr. Elia (JA. 399), in an official communica- 
tion to the Fountain Subcommittee (JA. 400), and in Agency testi- 
mony before that Subcommittee (R. 5819-5922) - the Agency ack- 
nowledged there was no basis to conclude that any of the state- 
ments in the’ Elia study were intentional misrepresentations 
of the fact,’ and any such alleged misstatements can in no way 
be imputed to Unimed within the meaning of Section 505(e) (4). 
In any event, the question of whether or not there 
are discrepancies or misstatements in the Elia study is im- 
material, for Unimed does not rely on the Elia study for the 
efficacy of Serc and the Elia study is not material to the 


issue on this appeal. 


The issue before this Court is whether there is 
substantial evidence to support the Commissioner's rejection 
of the five studies on which Unimed relies for the efficacy 
of Serc. Elia's study is not one of these five. 

An "untrue statement" can be "of a material fact" 
only if the study involved is material to the approval or 
revocation of approval of a drug. However material any dis- 
crepancy in the Elia study may have been to the adequacy of 
that study, or however material Elia's study may have been to 
the NDA for Sere when it was approved in 1966, is no longer 


of any consequence. Both considerations lost any materiality 


they may have had, when the Agency in 1968 accepted additional 


clinical data to consider the efficacy of Serc. 

Following the July 17, 1968, Notice of opportunity 
for Hearing on the Commissioner's proposal to Perak the approval 
of the NDA for Serc, which was predicated on the Elia data, 
the Agency agreed to accept, and less than one month later 
in fact did accept the additional clinical data andi studies 
on which Unimed now relies (R. 5820; Ex. G-l, Vol. 17.1, pp. 
90-91). There can be no doubt that the Agency considered this 
additional data on a separate basis in its further considera- 
tion of the efficacy of Serc, for the Agency disqualified the 
Elia data when it issued its July, 1968, Notice. 

The Agency reviewed the additional data, and sub- 
mitted it to several outside experts for further review (R. 5969). 


Before the Fountain Subcommittee the Agency stated quite 
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clearly that “we chose to examine the additional data,” and 


the then Commissioner told the Subcommittee that “the data 
which were submitted . . . were of some concern and weight" 
(R. 6022). In formulating the issues for the evidentiary 
hearing, which in point of time came after the August, 1968, ° 
submission, the Hearing Examiner included the issue: “On the 
basis of alZ information before the Food and Drug Administra- 
tion . .. is there a lack of substantial evidence that this 
drug will have the effect it purports or is represented to 
have. . .2?" (R. 6344) (Emphasis supplied) The five particular 
studies in the 1968 data on which Unimed relies were specified 
to the Hearing Examiner (R. 4878-4879), at his request (R. 3382), 
in the course of the hearing. These five studies were the 
central issue of the hearing and of the briefs in this proceed- 
ing by both the Agency and Unimed. They were dealt with in 
detail by the Hearing Examiner in his Tentative Findings and by 
the Commissioner in his Findings and Order, from which we take 
this appeal. And after discussing these five studies in detail 
in his Pindings, the Commissioner explicitly stated that Unimed 
does not rely on the Elia study (JA. 431). 

In view of the foregoing facts, the Commissioner's 
Finding and Conclusion of “untrue statements of material facts" 
in the Elia study are both capricious and meaningless. For the 
plain language of the Act requires the Commissioner to approve 


a "new" NDA if it contains adequate and well-controlled studies 
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supporting the efficacy of a drug, and none of the disqualifi- 
cations in Section 505(d) exist. None of the six disqualifi- 
cations in Section 505(a) is concerned with "untrue state- 
ments." In view of this, Congress could not have intended 
that an extsting approved NDA be revoked because of alleged 
"untrue statements" in one study, if other adequate and well- 
controlled studies were present to satisfy the requirements 
of the Act. 

In the present case, the Commissioner's holding 
of untrue statements in the Elia study could be relevant only 
if the Elia study were necessary to satisfy the requirements 
of the Act. Inasmuch as the Commissioner rejected all of the 
five studies on which we rely, the Elia study, on which we do 
not rely, cannot satisfy the statutory requirement. This being 
so, it makes absolutely no difference, as a practical matter 
or as a legal matter, whether or not the Elia study contains 
an untrue statement. In sum, if this Court should find that 
there is substantial evidence to support the Commissioner's re- 
jection of the five studies on which Unimed relies, that would 


end the matter, and any untrue statement in the Elia study 


would remain immaterial; for Unimed would than have to submit 


a "new" NDA to prove the efficacy of Serc, regardless of the 


Elia study. 

If, however, this Court should find that there is 
not substantial evidence to support the Commissioner's rejection 
of the five studies on which Unimed relies, the statute will 


have been satisfied, and again, any alleged untrue statements 


in the Elia study would remain immaterial. To suggest other- 


wise would be contradictory to eny canon of common sense, for 
if there is no lack of substantial evidence 
NDA, it would be pointicss to revoke aprroval of that NDA one 
day and then grant app roval the next day on what would be 
only technically a new Application. Congress could not have 
intended such a senseless procedure. Congress could not have 
company which did no wrong 
an@ had no wrong imputed to it, by burdening it with the time 
and expense of resubmitting an Application that has already 
satisfied the requirencs she Act 12 most importantly, 
Congress did not inte : t ¢ be punished by being 
denied the benefit of a whose cffi y is supported by 
-Aure is taking 
place (Senate Repor No : ih Cont.; 2d SesS., PP- 


57). 
CONCLUSION 


The Commissioner's order revoking approval of the 


drug, Serc, should be set aside. 


“+, Youngman & Rowe 
CS ix fo. 
ington, PD. C. 


Counsel for Petitioner 


UNITED STATES COURT OF APPEALS 
FOR THE DISTRICT OF COLUMBIA 


No. 24877 


- “Petitioner 
ve 


ELLIOT RICHARDSON, Secretary 
of Health, Education, and 
Welfare and CHARLES C.: EDWARDS, 
Commissioner. of “Food and Drugs, 


Respondents 


BRIEF FOR RESPONDENTS 


WILL. WILSON 
Assistant Attorney- General: 
Criminal Division 


JOHN L. MURPHY, -Chief 
Administrative Regulations - Section 


HOWARD S.° EPSTEIN 
Attorney 
United: States Department 
cf Justice “ 
Washington, D.C. - 20530 
O£- Counsel+ 


WILLIAM W. GOODRICH 
Assistant General Counsel 
Food; Drugs, and Environmental 
Health Division 


EUGENE, M. PFEIFER 
Attorney united Siries 6 Opurt pt Remar tn 


United States Department of Heaith, 
Education, and Welfare 
Rockville, Maryland 20852 


RESTATEMENT OF THE ISSUES PRESENTED 

RESTATEMENT OF THE CASE. --+--+-+-- °° 
Jurisdiction -.--+-+-+***e 7° °° 
The New Drug Provisions And Regulations. 
History of Proceedings -----*+- °° 


The Findings and Order ---+-+--° 


Introduction . 


II. The Burden Of Providing Substantial 
' Evidence In Support Of Claims Of Drug 


Effectiveness Rests Upon Petitioner 


There Was No Improper Congressional 
Intervention ----++-****7*7°* °° 


The Commissioner's Order Is Supported 
By Substantial Evidence. ---+-+-+-+-° 


a. An Historically Controlled Clinical 
Investigation To Determine Drug 
Efficacy Is Scientifically Acceptable 
Only Where The Disease Condition Runs 
A Constant And Predictable Course And 
Where Therapeutic Effect Can Be 
Objectively Detected ..--+--+-++-*°*° 


Because Vertigo Associated With 
Meniere’s Syndrome Is Unpredictable 
The Use Of Historical Controls Is 
Scientifically Unacceptable. ----- 


A Clinical Investigation To Determine The 
Effectiveness Of Serc Must Be Double-Blind 
And Placebo Controlled Because Determinations 
Of Efficacy Depend Upon Evaluation Of The 
Patients Subjective Responses. . ... |. ~ 


Each Of The Six Investigations 
Relied Upon By Petitioner Fails 

To Meet The Requirements Of An 
Adequate And Well-Controlled 

Drug Study ....-.+-+-+--. 


None Of Petitioner's Studies Qualified 
As An Adequate And Well-Controlled 
Clinical Investigation 

Dr. Bertrand's Study . . 

Dr. Godlowski's Study. ..... 

The Rubin Study. . . 

Dr. Wolfson's Longitudinal Study 


Dr. Wolfson's Placebo Controlled 
Study. . . - - « « « 


Dr. Leach's Placebo Study. .. . 
The Commissioner Properly Withdrew 
Approval Of The NDA Based Upon 
Untrue Statements of Material 
Fact Contained In Petitioner's Data. 


CONCLUSION. 2. 2 2 2 se 2 2 ee we ee ee ee ws 


TABLE OF CITATIONS 


Cases: 


Bell v. Goddard, 
366 F.2d 177, 181 (C.A. 1966). ------> 


. Environmental Defense Fund v. Finch, 
138 U.S. App. D.C. 381, 428 F.2d 1083 
(C.A. D.C., 1970). - - 


Gilbertville Trucking Co., Inc. v- 
United States, 
371 U.S. 115, 126 (1962) ----+-- 


Illinois Central RR Co. v.- Norfolk 
& W. Ry. Co., 
385 U.S. 57 (1966) . 


NLRB v. Pittsburgh SS Co., 
340 U.S. 498 (1951). - - - +22 ee 


# Pfizer, Inc. V- Richardson, 
434 F.2d 536 (C.A. 2, 1970) 


* Pharmaceutical Manufacturers Association v. 
Richardson, 
318 F. Supp. 301 (D. Del., 1970) .-- - 


#% Thorpe v. Housing Authority, 
393 U.S. 268 (1969) 


United States v. Dr. David Roberts 
Veterinary Co., 
104 F.2d 785 (C.A. 7, 1939). 


United States v. Dotterweich, 
320 U.S. 277 (1943). --- = 


United States v. Greenbaum, 
138 F.2d 437 (C.A. 3, 1943). 


United States v. Hohensee, 
243 F.2d 367 (C.A. 3, 1957). 


iii 


Cases - Continued 


United States v. Kaadt, 
171 F.2d 600 (C.A. 7, 1948). - - +--+ +2 ee i 

United States v. Wiesenfeld Warehouse Co., 

243 F.2d 367 (C-A. 3, 1957). - +--+ +++ +e b 


United States v. Wood, 
226 F.2d 924 (C.A. 4, 1955)- - 


Ubiotica Corp. v. Food and Drug 
Administration, 
427 F.2d 376 (C.A. 6, 1970). - +--+ +222 ee 2 * 


*, Upjohn Co. v. Finch, 
422 F.2d 944 (C.A. 6, 1970). - - 14, 15, 17, 20, 


Willapoint Oysters Inc. v. Ewing, 
174 F.2d 676, 685 (C.A. 9, 1949) 
cert. den. 338 U.S. 860 (1949) 


* cases principally relied on 


Statutes: 


3015ce- 
321(p) . 
355... 
355(a). 
355(b) . 
355(d). 
355(e). 
355(h). 


Py 
aan 


aaa 
=) 
RPNN 


ee 
NNHnNNAAANHN 
° 


VNNNHNHANNN 
PReEPRPREE 
qaaaa 

es ek ek De 

2aaaa 

DO OO), OL ONG 
O10 DLO O O00 
So OO D0 
SUSE SSE EOS 
10 <P) OO 
PACE Keke 
BMS 340 OOO 
6 0) O80 SO O)0 


NOWNN 


Regulations: 
21 CFR 130.12. . 


Miscellaneous: 
108 Cong. Rec. 15696 (August 6, 1962)... - 22s 
52 Stat. 1040 . . 2-2 ee ee es 
S. Rep. 448, 87th Cong., ist Sess., 
June 27, 1961. .- - as 


S. Rep. 1744, Part I, 87th Cong., 2nd S 
S. Rep. 1744, Part II, 87th Cong., 2nd Sess . 


Hearings on Drug Industry Anti-trust & 
Monopoly, 87th Cong., Ist Sess, Part I (1961). .- 


UNITED STATES COURT OF APPEALS 
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No. 24877 
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Vv. 

ELLIOT RICHARDSON, Secretary 
of Health, Education, and 
Welfare and CHARLES C. EDWARDS , 
Commissioner of Food and Drugs, 


Respondents 


————— 
BRIEF FOR RESPONDENTS 
RESTATEMENT OF THE ISSUES PRESENTED 


1. Whether the findings of fact upon which the Commissioner 


of Food and Drugs based the final order withdrawing approval of "Serc” 


are supported by substantial evidence. 

2. Whether the Commissioner may withdraw approval of a new-drug 
application upon a finding that the application contains untrue state- 
ments of material fact as provided in 21 U.S.C. 355(e) when the holder 
of the application disclaims any reliance upon the clinical study that 
has been falsified. 


RESTATEMENT OF THE CASE 
Jurisdiction 


This is a special statutory proceeding for judicial review of 


1 2 
an Order of the Commissioner of Food and Drugs withdrawing approval 


eee 


1/ The Finding and Order are set forth at R. 5654-84. 


2/ Hereinafter referred to as the "Commissioner". 


of a new-drug application.> It arises under Section 505(e) of the 
Federal Food, Drug, and Cosmetic act,® 21 U.S.C. 355(e)- The juris- 
diction of this Court was invoked by & petition for review filed by 
Petitioner, Unimed, Inc-, om December 9, 1970. Jurisdiction to review 
the administrative action exists by virtue of Section 505(h) of the 


Act, 21 U.S.C. 355(h)- 


The New Drug Provisions And Regulations 


The Act, 21 U.S.C- 355(a), prohibits interstate distribution 


of any new arog uniess advance proof of safety and effectiveness of 


the drug has been submitted to and approved by the Commissioner. Among 


other things, the new-drug applicant is required to submit “full reports 
of investigations which have been made to show whether or not the drug 
is safe ..-. and ... effective in use”. 21 U-S.C. 355(b) - 

Approval of an application may be withdrawn upon finding 


{21 U.S-c. 355(e)): 


evicens= 

it purports Or is represen 

the conditions of use prescribed, 

or suggested in the labeling thereof; or (4) 
that the application contains any untrue state- 
ment of material fact --- [Emphasis added] 


ae) 
3/ Hereinafter referred to as the "NDA". 


4/ 21 U.S.C. Wl et sed-s hereinafter referred to as "The Act". 

5/ 21 U.S.C. 321(p) defines "new drug” as one the composition of which 
is not generally recognized by qualified experts as safe and 
effective for use. 


Congress defined the term "substantial evidence" to mean 
[21 U.S.C. 355(d))}: 


evidence consisting of adequate and well 

controlled investigations, including clinical 
investigations, by experts qualified by scientific 
training and experience to evaluate the effect- 
iveness of the drug involved, on the basis of which 
it could fairly and responsibly be concluded by 
such experts that the drug will have the effect 

it purports or is represented to have under 

the conditions of use prescribed, recommended 

or suggested in the labeling ..- thereof . 


The critical issue in this case is whether the Commissioner was 
justified in rejecting certain clinical studies presented by the Peti- 
tioner in support of its claims of effectiveness for “sere” on the 
ground that they were not adequate and Ser Soaeroiied clinical inves-— 


tigations. The Commissioner found the studies uncontrolled; the Peti- 


tioner contended that they were based on “historical control” which 


should have been accepted. The course of the disease or symptoms against 


which a new drug is being tested, that is the "historical control", must 
be so well established and predictable that any change in that course 


among patients in the experimental study can be attributed to the 
test drug. 
| 


In the Agency's interpretive regulations promulgated while the 
hearing in this case was miereayn historical control is described 


as sometimes acceptable: 
| 


ae | 

6/ The regulations were first published on September 19, 1969, and 
were subsequently upheld by the Court of Appeals for the Sixth 
Circuit. See Upjohn Co. v- Finch, 422 F.2d 944,' 949-50, 964-965 
(C.A. 6, 1970). The regulations were subsequently repromulgated 
on May 8, 1970. Pharmaceutical Manufacturers Association v. 
Richardson, 318 F. Supp. 301 (D. Del., 1970). 
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In certain circumstances, such as those 
involving diseases with high and predictable 
mortality (acute leukemia of childhood), with 
signs and symptoms of predictable duration or 
severity (fever in certain infections) ... the 
results of use of a new drug entity may be 
composed quantitatively with prior experience 
historically derived from adequately documented 
natural history of the disease or condition in 
comparable patients or populations with no 
treatment ... 

The studies offered by the Petitioner were found deficient because 
the use of an historical control was inappropriate in the study of 
Meniere’s syndrome; the condition follows an erratic and unpredictable 
course. 

History of Proceedings 

Primarily on the basis of a clinical study conducted by Dr. Joseph 
Elia, the NDA for Serc was approved in November, 1966 (R. 5819-20) with 
lableing recommending the drug "as an aid for reducing the frequency of 
episodes of vertigo associated with Meniere's Syndrome in those patients 
with a high frequency of vertiginous episodes.” (R. 5665). The study 
purported to be double-blind controlled. Shortly after NDA approval 
was granted, an apparent discrepancy in the data prompted the Agency 
to investigate’ 

On April 10, 1967, arrangements were made to conduct an on-site 
inspection of Dr. Elia's data (R. 368). The inspection, conducted on 


April 25-27 and May 10-12, 1967, revealed that the Elia "double-blind" 


77 Suspicions were aroused because the uniformly excellent results 

~ reported by Dr. Elia in 173 Meniere's patients contrasted remarkable 
from the unclear results reported by other drug investigators 
(R. 365) and the number of patients studies appeared too great 
in view of the difficulty other physicians in large metropolitan 
centers encountered in finding a sufficient number of Meniere's 
patients for a study (R. 364-5). 
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study was not double-blind and was not an adequate and well-controlled 
clinical investigation demonstrating the efficacy of Sere. (R. 397; 
4193).® Dr. Elia was invited to a meeting with the Agency to discuss 
deficiencies noted in his work. (R. 4706-7). 

No action was taken against Dr. Elia because the Agency could 
not establish that he had “intentionally submitted false information”. 
(R. 4722). Dr. Elia was notified that the Agency did not "plan to 


pursue the matter any further". (R. 4708). 


Notice of opportunity for hearing to withdraw the new drug 


approval was published in the Federal Register on July 17, 1968 (R. 4179- 
80). The notice proposed to withdraw the Serc NDA on the grounds that 
investigation of Dr. Elia's study revealed new information showing a 
lack of substantial evidence to support Serc's claims and that the NDA 
contained untrue statements of material fact. : 

By agreement between the Agency and Petitioner, the clinical 
data upon which Unimed relied was submitted to ten outside consultants 
for evaluation before the hearing proceeded. Of the five consultants 
contacted by Petitioner, two concluded that there were no adequate and 
well-controlled clinical investigations demonstrating the efficacy 


claimed for Serc. | 


The Agency submitted the same data to five other consultants. 


They were asked two questions: (1) whether any of the studies were 


8/ The Agency was not alone in its doubts concerning the Elia data. 
On April 21, 1967, the validity of Dr. Elia's work was publicly 
questioned in an article published in the Medical |Letter on Drugs 
and Therapeutics, a leading medical publication on drug testing 
(R. 5036-7). 


adequate and well-controlled, and (2) based solely on studies which were 
adequate and well-controlled, is the efficacy of Sere in its intended use 
proved? (R. 5081). Each consultant agreed that there was at least one 
adequate land well-controlled investigation contained in the data; however, 
three of the five consultants concluded that the efficacy of Serc was 
not proved by substantial evidence, and one consultant was unable to make 
a judgment on whether efficacy had been proved without a statistical 
analysis.” 

The Commissioner, after reviewing the responses of the ten 
consultants, ordered that a hearing be held. Prehearing conferences 
were held on June 18, July 17, and July 29, 1969. The hearing began 


on August 19, 1969, and concluded, after intermittant sessions, on 


December 8, 1969. The Hearing Examiner's tentative findings were 


issved on March 18, 1970. Petitioner's exceptions to the tentative 
findings were argued before the Commissioner on September 10, 1970. 
The Commissioner, on November 6, 1970, ruled on Petitioner's exceptions 
and issued the Findings of Fact, Conclusions of Law, and Final Order. 
The Findings and Order 
The findings, as far as they are pertinent to review of the 


Order, are as follows: 


ert 
9/7 The consultants’ letters are get forth as exhibits to this brief 


(Exh. 1-5, pp- )- Of course, the views of the consultants 
are wholly immaterial to the existence of substantial evidence 
on the record. Only one of the consultants appeared as a 
witness at the hearing; the opinions of the other consultants 
were not relied upon at the hearing by the parties. 
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An adequate and well-controlled investigation is one which 
incorporates various procedures to reduce to a minimum the effect of 
possible variables on the results of the study. The design of a well- 


controlled drug study requires the expertise of a clinical pharmacologist, 


often in consultation with a biostatistician and a specialist in the 


disease entity involved. (Finding 1; R. 5659). 

The criteria for a controlled investigation are well-recognized.10 
The study plan or protocol should contain a clear and peers statement 
of the purposes of the study; provisions for the eateetion of a homogenous 
patient population, including criteria for diagnosis; a selection of the 
methods to measure selected therapeutic effects; a statenent of the 
standards of comparison against which the drug is to be measured, which 
can be the effect of no therapy, a placebo, a proven therapy, or in 
cases where the disease involved has an established irrevocable course 
and/or constant characteristics, an historical standard derived from 
known, past experience; a statement of the randonization method used 
to assign subjects to various test groups by chance to minimize bias; 
a statement of the measures used to avoid bias in the assessment and 
recordation of results observed during the study, including provisions 
to prevent the subject and/or investigator from ascertaining the 
identity of the drug administered (double-blinding) ; i statement of 


the measures employed to control extraneous factors which may influ- 


ence study results, €.g->» the concomitant use of other drugs; and a 
| 


10/ The criteria set forth in the findings are, as the Commissioner 
found (R. 5665), consistent with the Agency's regulations defining 
the criteria for adequate and well-controlled clinical investiga— 
tions. See 21 CFR 130.12; Upjohn Co. v. Finch, supra; 
Pharmaceutical Manufacturers Association v. Richardson, supra. 
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statement of the statistical methods used to analyze the data 
collected. [Finding 1; R. 5660-65]. 

Sere is recommended as an aid in reducing the frequency of 
vertigo associated with Meniere's syndrome in those patients with high 
frequency vertigo. Meniere's disease is a non-life threatening condi- 
tion of unknown cause characterized by a triad of symptoms; vertigo, 
hearing loss, and tinnitus. The condition follows an unpredictable and 
variable course. Evaluation of the vertigo depends on the patient's 
evaluation of his experience and is, thus, a subjective measurement. 
{Finding 2; R. 5665-66]. 


Because vertigo associated with Meniere's disease occurs with 


unpredictable frequency and severity and must be evaluated subjectively, 


placebo control is necessary- An historical control is valueless 
because of the unpredictability of the disease. Random assignment of 
subjects to various treatment groups must be employed. A double-blind 
system wherein neither the investigator nor subject knows what drug is 
being used, with non-consistent drug coding to preserve the integrity 
of the system, must also be used. Concomitant use of other drugs must 
be more rigidly controlled than it was in the Serc investigations sub- 
mitted. [Finding 4; R. 5666-67]. 

The data submitted by Dr. Elia was not derived from adequate 
and well-controlled investigations. Concomitant drug therapy which 


may have influenced the results of the study was given. The study was 


not a double-blind investigation since the code was broken during the 


course of the investigation. Moreover, the data contained untrue 
| 


statements of material fact concerning the examination schedule of 


patients, use of concomitant medication, and the integrity of the drug 


coding system. [Finding 4; R. 5667-71]. 


Studies by Drs. Godlowski, Wolfson, Rubin, and Bertrand were 
| 


not adequate and well-controlled investigations because, among other 
things, an historical control was used. [Findings 6-8, 10; R. 5672-77, 
5680-83]. The investigations of Dr. Leach and Dr. Wolfson, which 
employed placebo controls, were not adequate and well-controlled in- 
vestigations. The Leach study had various deficiencies such as use 
of concomitant drugs, improper drug coding, and failure to randomize 
patients to test groups. [Finding 9; R. 5677-80]. The Wolfson study 
was not properly randomized, but most importantly, the investigator 
broke the drug code, and the study ceased to be "double-blind." 
[Finding 8; R. 5675-77]. 

Based upon these findings, the Commissioner ordered that approval 
for the Serc NDA be withdrawn on the grounds of lack of substantial 
evidence of drug efficacy and of untrue statements of material facts. 


Ir. 
Introduction 


Petitioner attacks the Commissioner's Order indirectly by 
contending (1) that substantial evidence exists which would support 
a conclusion that Sere has been shown effective by adequate and well- 
controlled clinical investigations; and (2) that the Commissioner erred 
when he withdrew approval of the NDA on the grounds that it contained 
untrue statements of material fact because Petitioner elected not to 
rely upon Dr. Elia’s investigations of Serc. 


Our reply to the very lengthy brief filed by Petitioner will be 


divided into two parts. First, we shall show that there is substantial 


evidence -— indeed, there is overwhelming evidence - to support the 
Commissioner's findings. In this, we are content to rest primarily 
upon 2 request that the Court consider the pages of transcript and 
exhibits cited by the Commissioner in order to determine that the 
findings have overwhelming support 4n the evidence. Second, we shall 
show that the Commissioner was justified in withdrawing approval of the 
NDA on that ground it contained untrue statements of material fact. 
However, before proceeding to these sections of the brief, we 
feel constrained to rebut two arguments advanced by Petitioner in its 
effort to establish that the order 4s not supported by substantial 


evidence. Citing Bell v- Goddard, 366 F.2d 177, 181 (C.A. 7, 1966), 


Petitioner states the burden of proof in this proceeding is on the 
Commissioner. (Br. p. 47). In addition, Petitioner intimates that the 


Commissioner was influenced by Congressional pressure to issue the 


order under review. (Br. p. 48). 


II. 


The Burden Of Providing Substantial 
Evidence In Support Of Claims Of Drug 


Effectiveness Rests Upon Petitioner 

The Act's requirement that drug efficacy be established by 
substantial evidence derived from adequate and well-controlled clinical 
investigations was the product of intense Congressional concern over 
new drugs. From late 1959 until mid 1961, the Subconmittee on Anti- 
trust and Monopoly, Committee on the Judiciary, United States Senate, 
conducted a Study of Administrated Prices in the Drug Industry. S. Rep. 
448, 87th Cong., lst Sess. (June 27, 1961). This was followed by 


proposals to revise the Act. 


On July 19, 1962, the Senate first reported out a bill designed 
| 


to "keep unfit drugs off the market ... and speed their removal should 
they reach the market." S. Rep. No. 1744, Part I, g7th Cong., 2nd 
Sess., p- 8. An amendment to Section 505, 21 U.S.C. 355, authorized 
suspension of an NDA "upon a finding that there is a lack of substantial 
evidence ... that it [the drug] will have the effect claimed for it." 


(Ibid., p- 16). 


Thereafter, President Kennedy proposed amendments to the bill 
to “assure the American people that any drug on the market today is 
safe and effective for its intended use." 108 Cong. Rec. 15696 
(August 6, 1962). Because of the President's letter and the Senate's 
concern over the Thalidomide drug tragedy, the Committee met again "to 
give further special consideration to the adequacy of the present pro- 
wisions of the Food and Drug Act” from a safety and efficacy standpoint. 
S. Rep. No. 1744, 87th Cong., 2nd Sess., Part II, p- 1. The Committee 
was “of the opinion that with [the] changes {it then adopted] the legis- 
lation will insure the reliability of drugs.” (Ibid. p. 1)- 

Among the changes adopted by the Committee was a revised defini- 
cion of "new drug? and a rigorous test for "substantial evidence”. 
The Committee report explained that the effect of these amendments was 
to “require that all claims of effectiveness, whether made initially 
in a new-drug application or at anytime thereafter, must be supported 
by “substantial evidence’ ..." (Ibid., p- 5)- 

Any effectiveness claim could be rejected!” 

.-- if it were found (a) that the 
investigations were not "adequate"; 
(b) that they were not "yell-controlled"; 


(c) that they had been conducted by 
experts not qualified to evaluate the 


a 
Ii/ Prior to 1962 the Act defined a “new drug" in terms of 
general recognition of safety and new drug applicants 
were not required to demonstrate efficacy of use. 
52 Stat. 1040. Withdrawal was conditioned upon a finding 
that the drug was unsafe or that the application contained 
an untrue statement of material fact. Bell v. Goddard, supra, 
was decided under those provisions. 


12/ Id., p- 6- 


effectiveness of the drug f 
which its application is = 


mus, it is apparent that Congress, in enacting the Dev 
drug provisions, neteariy placed on the applicant the 
vden of establishing that the aug proposed to De ais- 
ectymted in interstate comarce is both safe and effective 
for the intended use.” Ubictica Corp. v- Food ani Drug 
Administration, 427 F. 2a 376 (C.A. 6, 1970). : 

Tn « proceeding to withirer approval of an XDA, the 
somisstozer is merely requires to show that pew information 
sich can be in the fora of a reevaluation of existing date 
sven a tact of nibetantial evidence of effectivenses 0° 
the product. cnn Co. vs Finch, supra, st 951, The bur- 


den is then on the NDA holder to come forward and demonstrate 


nat tnere is substantial evidence of efficacy to support 


the claims made for the drug. 


Upjohn Co. v. Finch, supra; Pfizer, Inc. v. Richardson, 434 F.2d 536 


(C.A. 2, 1970) ; Pharmaceutical Manufacturers Association v. Richardson, 


supra. 

To paraphrase what this Court recently stated in Environmental 
Defense Fund v. Finch, 138 U.S. App. D.C. 381, 428 F.2d 1083, fn. 27 
{C.A. D.c.; 1970) when construing other sections of the Act under which 
similar revocation proceedings are conducted: "in light of Congress’ 
strong concern about the [effectiveness of new drugs] and the Congres— 
sional intent to place the burden of persuasion on those [seeking to 
continue drug marketing], the fact that the present [proceeding] seeks 
a revocation of an existing [NDA] does not affect the burden of per- 
suasion established by Congress. Once new evidence bearing on the 
[effectiveness of new drugs] has been adduced or cited sufficient to 
justify reopening the issue of the validity of existing [NDAs], as in 
the present case, the burden of establishing the [effectiveness of a 
drug that is to continue on the market] remains on those who seek 
{to continue marketing the drug].” 

The 1962 Drug Amendments were passed to place the burden of 
supporting drug efficacy claims on the drug’s manufacturer so that the 
public would be assured of the effectiveness of the drugs available to 
it. The Act was designed "from its inception to its last amendment to 


protect the public and” should be liberally construed so as to effectuate 


its purpose. Upjohn Co. v. Finch, supra, at 947. To hold that the 


burden of proof shifts from the drug's manufacturer tothe Agency and 
| 
the public merely because an NDA was erroneously approved would do vio- 


lence to the broad purposes of the Act. 


IIt. 


There Was No Improper Congressional Intervention 


Petitioner contends that Congressional pressure was exerted 
on former Commissioners Goddard and Ley; that Coumiassoner Edwards may 
have been influenced by such pressure; and that the Court in its deter— 
mination of whether substantial evidence of record exists to support 
Commissioner Edwards’ findings “must take care that the [Commissioner] 
has not been influenced." (Br. 48). Unimed cites NLRB v. Pittsburgh 


SS Co., 340 U.S. 498 (1951) as authority. On both the facts and the 


| 
law Petitioner is wrong. 


Briefly summarized the facts are as follows: On January 4, 1967, 
the Honorable L.H. Fountain, Chariman of the Intergovernmental Rela-— 
tions Subcommittee, House Committee on Government Operations, which has 
oversight responsibility for Agency actions, wrote to then Commissioner 
Goddard to request that the Agency files on Serc be nade available for 
examination by the subcommittee staff. [R. 5033]. : 

After the Agency had conducted its investigation of Dr. Elia, 


Representative Fountain wrote to Dr. Goddard on May 23, 1967. He noted 


that "the Medical Letter points out that controlled trials of Serc had 
| 
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been undertaken by only one investigator whose studies, it alleged, 


‘were seriously inadequate’" and asked “whether FDA is at present re- 


evaluating the new drug application for Serc ..." [R. 5034-35]. The 
Commissioner replied on June 13, 1967, that the NDA was under review, 
and "it is impossible, at this time, to predict whether any change in 
the status of the NDA will be made.” [R. 5038]. 

On May 13, 1968, Representative Fountain again wrote to Com- 
missioner Goddard concerning the investigation of Dr, Elia and asked 
whether Dr. Elia’s explanation "would clear [him] of having made a 
false statement in reporting the results of his investigations." 

[R. 5043]. On May 23, 1968, the Commissioner was asked whether there 
is “at present adequate evidence of effectiveness to permit the contin- 
ued marketing of Serc.” [R. 5043]. 

J. K. Kirk, then Acting Commissioner of Food and Drugs, replied 
on June 8, 1968. [R- 5044-45]. He stated that the Agency was unable 
to establish that Dr. Elia "intentionally submitted false information” 
and revealed that the Agency was preparing to issue a Notice of Oppor- 
tunity for Hearing. The Notice was published on July 17, 1968, approx- 
imately one month later. 

“In May, 1969, the Subcommittee conducted hearings for three days 
on the Agency implementation of the efficacy requirements of the 1962 
Amendments. Serc was one of the drugs discussed. [R. 5819-20, 5877- 
5981]. Reference to the transcript of these hearings shows the Sub- 
committee was concerned not with the details of the Serc data, but 


rather with Agency procedures for approving new drugs. 


As the Court in Upjohn Co. v. Finch, supra, held there is 


nothing improper about the Commissioner explaining what he did concern- 


ing orders previously signed by him, such as the Notice of Opportunity 
| 

for Hearing here [422 F.2d at 956]. 

W. Donald Gray, Senior Investigator to the Subcommittee properly 


characterized the Subcommittee's role in his July 16, 1969 letter to 


Petitioner's counsel [R. 5031-32]: 
| 
... [W]e have not expressed any 

opinions concerning Serc, nor have 
we attempted to influence FDA toward 
any particular decision. We have merely 
raised the question of whether or not 
this drug has met the statutory require- 
ments for safety and effectiveness. FDA 
concluded that it has not ... | 


While Petitioner concedes, as it must, that Commissioner Edwards 
is free from any imputation of Congressional areaeore it nevertheless 
contends that the Pittsburgh case requires close examination as to 
whether Dr. Edwards was unduly influenced. (Br. 47-48). Petitioner's 
reliance on the Pittsburgh case is unfounded. 

There, the Court was reviewing the decision of an appellate court 
which had for the second time reversed an order of the NLRB. The opinion 
stated that the Court must consider whether the monentum from the appel- 
late court's first decision influenced the second reversal. It held 
that the second decision was untainted because the “opinion was written 
by a different judge, and the court was differently constituted”, thus 
the rules governing review by the Court remained unchanged. [340 U.S. 


at 501-502]. We perceive no difference here. | 
| 
| 
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Iv. 
The Commissioner's Order Is 
Supported By Substantial Evidence 
The attack made by Petitioner on the Commissioner's Order for 

the most part simply calls attention to other, sometimes conflicting, 
evidence on which Petitioner relies, or is addressed either to the 
weight or dependability of the evidence supporting the findings. In 
this there appears a thinly veiled attempt to have this Court reweigh 
the evidence, rewrite the findings, and draw different conclusions. 
This, of course, the statute forbids. 21 U.S.C. 355(h). See 


Gilbertvilie Trucking Co-, Inc. v. United States, 371 U.S. 115, 126 


(1962); Willapoint Oysters, Inc. v. Ewing, 174 F.2d 676, 685 (C.A. 9, 


1949), cert. den. 338 U.S. 860 (1949) . 3 

It may be observed that Petitioner makes practically no effort 
to consider the page references given with the findings which guide the 
reader to the pertinent portions of the record. Instead, Petitioner 
insists—- pointing to other pages of the record and to other exhibits —— 
that the findings should have been made in different terms. 

Petitioner asserts that the findings are contrary to the 
testimony of witnesses it produced. An examination of this contention 
in light of the record discloses that for the most part Petitioner's 
complaint is that the findings fail to include certain of the testimony 


and exhibits Petitioner relies upon here and instead cite portions of 


Petitioner's testimony unfavorable to its contentions. Unimed has not 


attempted, with few exceptions, to point to any finding or portion of 
any finding which is not supported by substantial eetiencen All that 
is shown is a disagreement between Petitioner and the Commissioner as 
to what the findings should contain. The generally accepted rule is 
that the order, supported by substantial evidence and'detailed findings 


| 
of fact, must be sustained even though there exists the possibility 


that other inconsistent findings and conclusions could be drawn from 
the evidence. Illinois Central RR Co. v. Norfolk & Ww, Ry- Co., 385 


U.S. 57 (1966). 
a. An Historically Controlled Clinical 

Investigation To Determine Drug 

Efficacy Is Scientifically Acteptable 

So) Where The Disease Condition Runs 
A Constant And Predictable Course And 

Where Therapeutic Effect Can Be 

Objectively Detected. 


| 
Four of the six studies relied upon by Petitioner employed 


historical controls in which the subject's freedom fron vertigo while 
taking Serc were compared to their history of vertigo attacks before 
the administration of the drug. (Br. 14, 16-19). pecictonert while 
conceding that an adequate and well-controlled clinical study must have 
an appropriate control as a standard of comparison against the drug 
being investigated (Br. 14), objects to the Commissioner's general 
finding as to the inappropriateness of historical controls in these 


studies. (Br. 40-46). 


The Commissioner found that that historical control is an 
acceptable standard of comparison [R. 5662]: 


' ... only where the disease involved has an 
established irrevocable course, and/or established 
constant characteristics, e-%-» @ disease which has 
historically proven fatal and/or one in which no 
spontaneous fluctuations or remissions take place. 


| In disease conditions which follow a variable or 
unpredictable course, where the course of the disease 
may be influenced by suggestion, or in situations 
where the effect being measured depends upon the 
subjective response of the patient, historical 
standards of comparison (historical controls) are 
mot accepted as yielding scientifically valid 
results. 


We shall examine the record briefly to show that the Commissioner's 
findings are unimpeachable, even though Petitioner is, contrary to its 


assertions, bound by the Agency's regulations restricting the use of 


historical mower Thorpe v. Housing Authority, 393 U.S. 268 


(1969); Upjohn Co. v. Finch, supra- 

It is undisputed that a valid standard of comparison for an 
investigational new drug enables the investigator to conclude “that 
a particular treatment is superior or does not seem to be superior 
to some other treatment, be it placebo or standard treatment” [R. 3816]. 
It enables an investigator "to infer causally that if there is a 
statistically significant difference between the outcome after two 


treatments that this difference is due to the treatment and not to bias" 


eee 


13/ 21 CFR 130.12 allows the use of historical controls only in 
"certain circumstances, such as those involving diseases 
with high and predictable mortality (acute leukemia of 
childhood), with signs and symptoms of predictable duration 
or severity, or, in case of prophylaxis where morbidity is 
predictable.” 


[K. 3836], and, therefore, to make conclusions about the test drug 
‘which can then be extrapolated to the whole universe of patients with 
Meniere's disease." [R. 836, 3813-14, 3833-36, 3899]. 

Dr. Beaver?” testified that "virtually all clinical pharma- 
cologists" agree that historical standards of Peanariscn are accept- 
able “in the case of a disease which had a decidedly characteristic 
and essentially irrevocable course" [R. 3818, 3828]. As examples of 
disease histories which could be considered valid ecoeionl controls, 
Dr. Beaver cited tuberculous meningitis, subacute bacterial endocar— 
ditis, rabies, and a complete transection of the spinal cord -— ail 
conditions which are historically 100 percent fatal or non-responsive 
to treatment [R. 3815-20, 3898]. 

The problem of using a historical standard of comparison ina 
disease, like Meniere's syndrome, which does not run an essentially 
predictable course is that results obtained by the investigator cannot 


validly be compared with an ascertainable standard. Dr. Beaver 


illustrated the problem by describing a disease, sometimes fatal, in © 


which "a certain percentage of people just get well anyway" [R. 3820- 


| 
Dr. Beaver, a clinical pharmacologist and former assistant 
professor of pharmacology at Cornell Medical College, is 
currently an associate professor in pharmacology) at Georgetown 
University School of Medicine. He has designed and conducted 
approximately two dozen “controlled studies" and evaluated 
"1,500 such studies in his capacities as a member of the 
editorial boards of medical journals concerned with the field 
of clinical pharmacology and new drugs, as an author of medical 
articles, and as a member of the National Academy of Science- 
National Research Council's Drug Efficacy Study Panel. 
{R. 3779-3790, 4698-4702]. 
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In one group of 20 patients in a sanitorium 

in Switzerland you may have three deaths and 

1? survivals. In another group some place 

else you might have 10 deaths and 10 survivals. 
So a priori there is no way of predicting with 
a group of 20 patients as to what fraction would 
be expected to survive. 

Petitioner infers that the record does not support Dr. Beaver's 
testimony on historical controls. That is not true. Other witnesses, 
including those offered by Unimed itself, agreed that historical controls 
were scientifically inappropriate in disease conditions which are variable 
and subject to spontaneous, unpredictable changes. 


Dr. Rubin testified that he agreed “in principle” with the 


following statement of Dr. Walter Modell, >” an acknowledged expert 


in clinical pharmacology [R- 1462): 


It is tempting to use an easy way out, to use 
what has been called the historical control, for 
example, a recounting of previous or personal 
experience --- often this is not recognized as 
as a control and with good reason, for it is a 
treacherous control. 


No method of drug examination is more likely to 
lead to erroneous conclusions because it has none 
of the safeguards provided by other controls. The 
elimination of placebo effects and bias ...- 


Only in the case of a disease in which an 
irrevocable and unquestionable characteristic 
cause has been established, and particularly 
when the disease is rare, is the historical 
control justified. 


8 eer 


15/ Dr. Modell's statements are contained in an article entitled 
"Pactors Influencing Clinical Evaluation of Drug with Special 

Reference to the Double-Blind Technique” published in Volume 167 
of the Journal of the American Medical Association on August 30, 
1958 [R. 4439-47]. Drs. Beaver and Kupperman, both clinical 
pharmacologists, recognized Dr. Modell as an expert pharma- 
cologist [R. 2685, 3818-19] and Dr. Rubin stated he had "a name 
of importance” [R. 1462). 
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Dr. Kupperman, another of Petitioner's witnesses, was asked 


on cross-examination whether he agreed with Dr. Modeli's statement. 


He responded [R. 2691]: | 


I agree precisely with what he says. I 

would like to emphasize, for example, only in 

the cases of disease which is -- in! which irrevo— 
cable or unquestionable characteristic cause 

has been established ... 


Dr. Kupperman also agreed upon further Pteaterae ner ton that merely 
administering treatment to patients, "all or many" of whoa thereafter 
improve, does nothing more than produce "a set of before and after 
readings plus an opinion"; that "defenders of [this] method may 
rightly assert that the best way ... to compare two therapies is to 
try them both at different times on the same patients"; but that such 
an argument has "no defense because all they need do is divide the 


patients by random assignment into two groups, one to be kept on the 


| 
old therapy and the other to be placed on the new one." [R. 2706-07]. 


The danger of using a patient's history as the standard of 
comparison for the test drug is compounded where, in addition to the 
basic unpredictability of the course of the aiseasene che symptoms are 
liable to be influenced by suggestion and then Soe solely by 
subjective standards. As Dr. Modell pointed out, the use of a historical 
control does not eliminate "placebo effects and bias." Dr. Beaver 


illustrated the problem clearly when he was asked whether historical 


controls would be appropriate in the study of pain relief on incurable 
| 


cancer patients [R. 3821-22]: 


Not in the type [of study] we were 

doing because you see we were studying 

a subjective response, namely, the 

day to day status of the individual's 

pain ... [T]Jhey may not continue to have 
pain. Pain may come and go away. Further- 
more, ... you have the effects of suggesti- 
bility and that is the very potent effect of 
the doctor's force of personality .--. caus [ing] 
the patient not just to say that he is 
feeling better but actually to feel better by 
virtue of just being treated, whether or 

not the treatment is having any effect. 


When “objective measures" of therapeutic effects exist, "they 
don’t tend to be as influenced by suggestion as subjective measures." 
[R. 3810]. The physician can determine "survival", "the amount of 
urine lost ..., the decrease in body weight, the electrolyte composi- 
tion of the urine and so on” by objective laboratory tests. [R. 3810]. 
But when the physician is gauging "subjective effects" such as “pain, 


anxiety, nausea, [and] dizziness .-- there are no instruments that 


one can hook up to a patient or no chemical tests you can do on a 


patient which directly reveal these types of effects." [R. 3810-11]. 
Accordingly, one must take what the patient says, translate it, and 
evaluate the patients response to the therapy. {R. 3811]. 

To negate the effects of suggestibility, a placebo is administered 
to one group of patients while another group receives the active drug. 
Both groups "feel they are being treated, but one group has only the 
effect of suggestability in the placebo effect, and the other group 


has the effect of the placebo plus the additional effect of whatever 
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drug actions are inherent in the medications"; thus “sen one 
demonstrates a difference between these two, the difference, assuming 
that other factor have been properly taken care of, is due to the 
pharmacologic impact of the medication ..." [R. 3834-35]. 16 


It is clear from the record that the Commissioner's finding is 


supported by substantial evidence. What Petitioner primarily objects 
| 


to is the application of this scientific standard to | the clinical studies 


it relies upon. But, as we shall show, there can be no dispute on that 


point either. 
| 
b. Because Vertigo Associated With 


Meniere's Syndrome Is Unpredictable 
The Use Of Historical Controls Is 


Scientifically Unacceptable 
| 
Petitioner contends that "most patients", particularly those 


with a high frequency of vertiginous episodes, establish a predictable 


—_ | 

16/ The testimony of a number of other witnesses also supported the 
Commissioner's finding that the use of historical controls is 
scientifically unacceptable when the disease studied is unpredict- 
able, the symptoms are subjectively evaluated, and the patients 
may be influenced to exhibit psychogenic improvement as a result 
of receiving a placebo or other treatment. In addition to the 
Agency witnesses, Drs. Lidd [R. 57-59, 63-65, 102, 119, 126, 187, 
213-14, 879-80, 885] and Chacolos [R. 906, 922,'924-25, 932-33, 
936-37, 971, 979-80, 1065-68, 1144, 1162-67, 1184-85], the 
testimony of Petitioner's witnesses confirm the validity of the 
Commissioner's finding: Dr. Martinez [R. 2178-82]; Dr. Pullen 
[R. 3557-58, 3563, 3565, 3574, 3630]; Dr. Leach! [R. 2300-02, 
2305, 2371-72]; Dr. Wolfson [R. 1854, 1860, 1865-66, 2473]; 
Dr. Kupperman [R. 2594-96, 2603, 2648-54, 2656, 2658, 2663-64, 
2705-09, 3448]; and, as quoted above, Dr. Rubin. 
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frequency of vertigo attacks; that the attacks are "predictable for the 


future in the absence of effective treatment Or surgery"; and that re- 


missions of vertigo outside these predictable patterns of frequency 


“are rare". (Br. 10). It is also argued that the Agency's witnesses 
were not qualified to testify concerning Meniere's disease, and that 
the testimony of Unimed's witnesses should have been relied upon. 
(Br. 10-12, 34-35, 37)- The record does not support Petitioner. 
The pertinent findings of the Commissioner concerning vertigo 
are as follows: 
_.. This condition is known to follow 
an unpredictable and variable course during 
which the symptoms may reappear and worsen 


for unpredictable periods of time ..- 
[R. 5665]. 


..- The vertigo associated with this 
condition is characterized as unpredictable 
and variable in relation to frequency, se— 
verity, and duration of attacks. [R. 5666]. 


The Agency presented the testimony of Drs. Lida, Chacalos, 
and Beaver. Admittedly, the expertise of these witnesses is in 
the area of design and evaluation of controlled clinical inves- 
tigations, not otolaryngology. Accordingly, they did not purport 
to offer expert opinions on the nature of the disease. They 


accepted the description of Meniere's syndrome found in textbooks 


| 
written by authorities in otolaryngology, _” and indeed, as des- 


cribed by other witnesses in this record. 

Petition also attacks the testimony of Dr. cary Moon, 
another government witness (Br. 11-12, 34-35). Since pr. Moon's 
qualifications are readily apparent from the record, 8 it is under- 
standable that Petitioner did not object to his qualifications or 
competence as a witness at the hearing. Now, eee Petitioner 


states that Dr. Moon is not an expert; that he does not claim to 


177 Dr. Lidd was asked whether the vertigo in Meniere's disease 
"will appear in a regular pattern", and he replied that the 
“textbook definition is to the contrary, namely, ithat although 
for short periods of time it may appear with high frequency, 
in the long run one cannot necessarily prognosticate frequency 
with any sound degree of insurance". [R. 56]. Dr. Chacalos and 
Dr. Beaver both cited numerous textbooks and articles by expert 
otolaryngologists as the basis for their understanding of the 
disease. [R. 916-17, 1094-95, 1099-1101, 1106-14; 1178-79, 
3801-03]. 


18/ Dr. Moon is Clinical Assistant Professor of Otolaryngology at 
the University of Virginia Medical School, the attending 
otolaryngologist at Martha Jefferson Hospital, a member of 
numerous otolaryngological societies, and a board certified 
member of the American Board of Otolaryngology who has seen 
approximately 1,000 Meniere's patients. [R. 3661+65]. 


be an expert; that he has not seen enough Meniere's patients to be able 
to discern predictability of attacks; that his patients “desert him for 
other doctors", presumably because he is not competent; and that his 
opinion on the “unpredictability of vertigo frequercy ... is based on 
a were ‘clinical impression’, the "fallacy' of which he, himself, rec- 
ognizes ..." 

This is a gross and utter distortion of the record, According 
to Petitioner's reasoning, Dr. Moon is not an expert because he did 
not proclaim "I am an expert". Dr. Moon's statements, that "many 


patients change doctors" because that “ig typical of Meniere's patients 


--- Gesperately seeking help" {R. 3683] were translated by Petitioner's 
19 


innuendo to patient desertion resulting from Dr. Moon's incompetence. 


Petitioner’s claim that Dr. Moon has seen too few patients ~ that is 
20 
1,000 Meniere's patients - is ludicrous. 


SS 


19/ Petitioner's counsel asked Dr. Moon why "patients go from doctor 
to doctor” [R. 3762]. He stated that it is “perfectly natural” 
since “they hear from their friends or from others" about different 
doctors, and related the case of one man who went from him to 
Johns Hopkins Hospital to Memphis "in a matter of a week because 
we didn’t cure him". [R. 3762-3]. Indeed, Petitioner's witnesses 
testified to similar experiences wherein patients would see “doc- 
tors right and left" before coming to then. {R. 2165, 3178]. 
During the course of treatment Petitioner's witnesses lost patients 
who did not return for treatment (e.g., Dr. Rubin lost nine patients 
cut of 21 in his study [R. 5673] and Dr. Leach lost 14 of 53 pa- 
tients in his study group. [R. 5678]. 


We note that the record reflects the "sufficient" experience of 
Petitioner's witnesses as follows: Dr. Bertrand - 600 patients 

[R. 3068-9]; Dr. Elia - 800 patients [R. 1208]; Dr. Wolfson - 

1,000 patients [R. 1840]; Dr. Pullen - 300 patients [R. 2716]; 

Dr. Leach - 200 patients [R. 2280], and Dr. Martinez - 150 patients. 
{R. 1982]. 
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Perhaps, the most deceptive representation of the record 
involves Petitioner's “fallacious” use of selected quotes to create 
the "impression" that Dr. Moon's testimony concerning the unpre- 
dictability of vertigo attacks was untrustworthy. We believe thet 


the record, as follows, contains a reliable account of the testimony 


{R. 3766]: 


EXAMINER BRENNAN: Upon what did you 
conclude, Doctor, or reach your clinical 
t is ious | 

in reducing vertiginous episodes associated 
with Meniere's syndrome? 

kak | 

THE WITNESS: You could say it is 2 clin 

that you get, and I am perfectly 

aware of the fallacy of clinical impression. 
[emphasis added) | 


It would be tempting to analyze the rest of Petitioner's 


critique of Dr. Moon's qualifications; however, we believe enough 


light has already been shed on the subject. 

Regarding the predictability of vertigo attacks, Dr. Moon 
testified that some patients experience "clusters of attacks AAD 
for a period of several weeks or several months ... fand} suddenly 
they stop and have none for months on end or have only an occasional 
attack," and further, that “it is totally unpredictable in petient 


A that this is going to occur or ... remit", [R. 3687]. “[TIhe 
21 
accepted view is that it is unpredictable"(R. 3691]. Dr. Moon's 
| 
21/ It is well established that the consensus of medical opinion 
is a fact and may be testified to as such by experts in the 
field, United States v. Wood, 226 F.2d 924 (C.A. 4, 1955); 
United States v. Kaadt, 171 F.2d 600 (C.A. 7, 1948); United 


States v. Dy, David Roberta Veterinary Co., 104 F.2d 785 
C.A. 7, 19: S 
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testimony finds suport in the literature bearing on the character- 
isties of the disease, much of which Petitioner provided to Dr. 
Kupperman, its own witness, so that he could familarize himself with 
the disease. [R. 3682-83, 3689-90, 1094-95, 1101, 3505-18, 3801-03, 
3825-26]. 

Petitioner complains that the Commissioner did not accept the 
views of its witnessess. But Petitioner's witnesses testified that 
the course of vertigo attacks is not predictable. Dr. House des- 
cribed the course of attacks as “erratic” and “not consistent” 

[R. 335%]. He continued [R. 3354]: 
Whether they have an episode of vertigo, 
may be they have been having one a month, 
and they go for four months without one 
where their past history indicated ... 
once a month, we might refer to this as 
a spontaneous remission. 

He stated these remissions were “quite common” [R. 3355] 
and estimated this “could be a majority”. [R. 3356]. 


According to Dr. Leach “most patients get a pattern of attacks 


of vertigo lasting a few months and then they may go into a period of 


remission ...” [R. 2301].22 pr. Wolfson, when asked about the predic- 


tability of a vertigo episode, responded that one “can't say -- make a 


general rule to this effect, explaining as follows [R. 1853]: 


—L—L 


22/ Dr. Leach frankly admitted that vertigo attacks may “continue 
for a few months ... and then it may be either as a result of 
treatment or possibly, as you may put it, as a result of a 
spontaneous remission they are in a quiescent stage for several 
months.” [R. 2301]. As to the patients participating in his 
study, he was unable to say whether they responded to Serc or 
placebo because patients may have remissions from a “week or 
two", or “two months”, or “four or five years" [R. 2301, 
2372-74]. 


In some patients, their attacks are 
fairly regular. In other patients, they 
are very irregular. In other patients, 
they msy be regular for a period of time, 
and then quit for a period of time, and 
recur again. So called cluster attacks. 


Dr. Wolfson stated these spontaneous remissions from attacks “may 


last for a few hours or for many weeks" [R. 1854]. 

Dr. Bertrand "always" tells his patients "you can have an- 
other one in five minutes or five years time and there is no way 
you can predict Meniere's episodes". [R. 3396). In the opinion 
of Dr. Martinez it is possible to have an episode = a week for 
six months, then none for six months [R. 2006-07; 2190}. Dr. Pullen 
stated that individuals may develop a pattern for a long time 
[R. 2763], but that “one cannot say with certainty chat a patient 
will continue having these attacks", for it is “not like leukenia, 
where every patient will die". [R. 3606-07]. : 

The problem with using an historical control for an unpred- 
ictable disease like vertigo of Meniere's syndrome is manifest. 
What may appear to be therapeutic effect from the test drug may be 
nothing more than a natural spontaneous remission of symptoms. 
.[R. 1184-85]. As Dr. Lidd stated, “one cannot be certain that the 
change in the status of the patient is necessarily related to the 
administration of the drug in question"? {R. 39-40]. 

And Petitioner's witnesses agreed. Dr. Martine: testified 
thet a spontaneous remission "was not ruled out"; that it is pessible 


EEE 


23/ Dr. Chacalos put it another way: “(without placebo control we 
cannot rule out the spontaneous remission of vertigo which 
occurs in this disease." ([(R. 971]. 
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to have a spontaneous remission"; that a placebo and other medication 
are compared to “see what the same patient is doing’ [R. 2180-84, 2189- 
90]. Dr. Leach admitted that “no one who studied Meniere's could deny” 
that improvement may be a spontaneous remission [R. 2300] and that is why 
a controlled study, using different groups receiving either Sere or a 


placebo, should be conducted “to balance out these slight inaccuracies 


with regard to the possibility of spontaneous remissions." [R 2300-02]. 


He candidly observed that all of the patients who exhibited improvement 
following therapy could be experiencing spontaneous remissions, and there 
"3s no way of telling” in any particular instance- [R. 2372-73]. Simi- 
larly, Dr. Wolfson could not say whether patients on his study improved 
from Sere or experienced spontaneous remissions. [R 1927, 2485]. His 
testimony showed how unpredicable vertigo attacks can be. [R. 2476- 

79, 2513-24]. 

Clearly, in a disease such as Meniere's, Dr- Modell's choice of 
words is apt. An historical control is “likely to lead to erroneous con= 
clusions because it has none of the safeguards provided by other controls.” 

c. A Clinical Investigation To Determine The 
Effectiveness of Serc Must Be Double-Blind 


And Placebo Controlled Because Determinations 
O£ Efficacy Depend Upon Evaluation Of The 


Patients Subjective Responses 
Petitioner contends that the Commissioner should have accepted 
the testimony of its witnesses that historically controlled studies 
were preferrable to double-blind, placebo controlled, clinical in- 
vestigations (Br. 14-16, 36-43). The Commissioner rejected this not 


only because episodes of vertigo associated with Meniere's disease are 


unpredictable both as to frequency and severity but algo because there 
is no way to exclude the possibility that apparent beneficial effects 
of Serc are not due to bias or the psychogenetic effects of treatment 
| 

alone. In this respect the Commissioner found [R. 5666-67]: 

The proper comparison against which any effect 

of Serc may be measured is a placebo. An his- 

torical comparison is of little or no value be- 

cause the therapeutic effect of Serc upon vertigo 

can be ascertained only by evaluating subjective 

responses of test subjects. 


ket 

Double blind techniques are necessary because 

any conclusion that Serc is efficacious in re- 

ducing vertigo associated with Meniere's disease 

depends upon the evaluation of the test subject's 

subjective responses by the clinical investigator. 

Examination of the record establishes that the Commissioner's 

findings are unimpeachable. First, patients may show improvement as 
a result of the suggestion of improvement implicit in the process of 
being treated. [R. 924-25, 971, 1143-44, 1165-67, 2305, 2473, 2594- 
96, 2603, 2656, 2658, 2663-64, 3556, 3563, 3565, 3567, 3822, 3833-34]. 
Only by administering a placebo and the test drug to companion groups 
and comparing the results can the possibility that ceeerest improve- 
ment from the test drug due to psychogenic, psychosomatic, or placebo 
reaction be excluded. [R. 102, 924-25, 971, 1143-44, 1165-67, 1454, 
1456, 1462-64, 2180-81, 3556, 2603, 2648, 2652-4, 2663-4, 2690-91, 2705-09, 
3813-14, 3816-17, 3833-36, 3984-86, 4027-29]. Second, by double- 
blinding the administration of treatments - @ procedure which hides 


the identity of the test drug and the inert placebo from both in- 


vestigator and patient - any bias on the part of either party, however 


unconscious it may be, is controlled. (R. 59, 63-5, 906, 1153-54, 
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1454, 1456, 1462-64, 3556-58, 1960, 2594-96, 2690-91, 2705-09, 3804, 3833- 

36, 3896, 3901-05, 3908-11, 3964, 3966-68, 4027-29). This double- 

blind procedure is particularly important with the drug for this 

condition since there are no objective measures, like x-rays or blood 

analysis, to confirm any beneficial response the patient may subjectively 

recognize. (R. 59, 116-17, 867-68, 980-88, 1103-04, 1153-54, 1449-52, 

3342, 2152, 2163, 2175-77, 2740-41, 2752-53, 2783, 2803-12, 2821-26, 2830-35, 

2847, 3560-62, 2371, 2377, 2381, 2426-27, 2578, 3809-13, 3908-11, 3925-29). 
Notwithstanding these points, Petitioner asserts that there 

are four good reasons why its historically controlled studies are 


scientifically valid (Br. 38-39). It says an historically controlled 


study is "more certain” because it lasts longer. But the duration of 


a study is no assurance that an appropriate scientific procedure has 
been followed. As Dr. Beaver observed, "if you say 80 percent of the 
people got better and therefore I think this drug should be used, it 
implies that if you didn’t give the drug 80 percent wouldn't have gotten 
better.”| (R. 3814). That inference cannot be drawn here, for historical 
controls do not take account of the possibility that apparent patient 
improvement in vertigo episodes was the result of spontaneous remission 
or placebo reaction (R. 3820). 

Petitioner asserts that “longitudinal” studies eliminate the 
possibility of bias or psychogenic effects. To support its contention, 


it states that a placebo will never prevent a vertigo attack (Br. 43) 
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and any improvement noted in a long study will be due to the test 
drug rather than to a placebo effect. The testimony of Drs. Rubin 
and Pullen upon which Petitioner relies does not show that a placebo 
reaction will not prevent or alter an attack of vertigo. Dr. Rubin 
testified that "there is a limit to what a patient's physiologic 
mechanism will do for him," and this cannot account for “improvement 
for 3 (to) 12 months". (R. 2941). He conceded that a] placebo reaction 
could be sustained for a month or "a little longer" based on the pa- 
tients he had seen. (R. 2942-43). However, the wes was merely 
speculating, for he was aware of no studies or data on placebo reac- 
tions in vertigo, and he personally used a placebo on only four pa- 
tients (R. 2943). On the more extreme side, Dr. Pullen stated that a 
placebo effect could not last “for more than a couple of days at the 
most, in any given disease state" (R. 3563). There is no indication 
in the record as to the source of the witness’ belief. Whether Peti- 
tioner relies on Dr. Rubin's theory or Dr. Pullen's we do not know. 
What is clear, however, is that a placebo Secrton may occur, 
and whether it lasts "a month", or "a little oneeron or significantly 
longer, is not established by the record. As Dr. Beaver stated, “the 
very fact that the doctor treats a patient ... has a profound psycho- 
logical impact on the patient, and in general tends td make the patient 
feel better" (R. 3833-34). It was for this very reason that Drs. Elia, 
24 


Leach, and Wolfson all attempted some placebo control | ‘in their studies 


to determine the effectiveness of Serc. 


———— 
24/ As Dr. Leach stated, in his double-blind study the placebo control 
showed an effect on most patients (R. 2305). 
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Indeed, Dr. Kupperman testified that statistics show that 20 to 50 
percent of patients react to placebo [R. 2656]; cited the case of one 
woasn who benefited from a placebo for "years" [R. 2708-09]; and he 
clearly admitted that without double-blind safeguards, patient and doc- 
tor bias cannot be controlled [R. 2648, 2652-54]. 

Third, Unimed claims that long historically controlled treat- 
ment (a "longtudinal” study) is "more clear in that such a study avoids 
inevitable confusion between the effect of Serc and placebo sioiow 
that could result in a cross-over study when patients are switched 
from a Serc treatment to a placebo treatment period. Cross-over, & 
modification of the double-blind procedure [R. 3843-45], was not 
considered in the Commissioner's findings to be necessary to the eval- 
uation of Sere. And the argument presupposes that Serc has demonstrable 
pharmacologic activity in ae {R. 3918-21}. 

Finally, Petitioner states that serious ethical considerations 


support the use of historical controls and exclude placebo controls. 


We first observe that Petitioner's own studies by Drs. Wolfson, Leach, 
26 


and Elis all employed placebo standards of comparison. 


———— Ee 


25/ Serc is a histamine like drug [R- 55, 2119, 2137], the effects 
of which hsve been demonstrated in dogs for periods from 22 to 
35 minutes [(R. 2263]. Petitioner's witnesses have performed no 
studies in humans to determine if Serc, like histamine, is 
destroyed by human gastric fluid {R. 2265-66, 2175], could not 
state how long pharmacologic effects in humans would last 
{R. 2264], and stated that it was impossible to say whether 
Serc affects circulation in humans (R. 855, 2163)}- 


26/ Dr. Rubin also employed a placebo period on four of his patients. 
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Aside from the obvious inconsistency presented by Unimed's 


own data, this argument is a red herring. Dr. Beaver was questioned 
concerning Petitioner's claim that use of a placebo is immoral since 
patients are deprived of possibly effective therapy. He characterized 
this as "an ethical smoke screen to cover just sloppy and unscientific 
experimental design" [R. 3983]. Where, as here, there is no known 
effective therapy for a disease, use of a placebo is “ethically most 
justified", because the issue of drug effectiveness most be resolved 
scientifically for the whole population of patients who may ultimately 
use the drug [R. 3912-15]. | 

In sum, none of Petitioner's rationalizations are at all substantial. 
As Dr. Lidd testified and Petitioner's own witnesses admitted upon cross 
examination, there is no difference here between a "Longitudinal study™ 
and routine patient care by any competent clinician. | [R. 213-14, 216, 
2670-72, 2674-78, 3370-71, 3448, 3631-33]. What has Bea offered as 
"longitudinally" controlled studies is in fact nothing more than random 
observations of patient behavior during the course of treatment. The 
record clearly shows that Petitioner's approach "is in complete 
contradistinction to the whole trend in the scientific evaluation of 
drugs, because where we need most of all the safeguards imposed by 


scientific control are precisely in the complex issues". [R. 3898]. 
| 


ad. Each Of The Six Investigations 
Relied Upon By Petitioner Fails 
To Meet The Requirements Of An 
Adequate And well-Controlled 


Drug Study. 

Petitioner also claims that the Commissioner's findings, other than 
those concerning historical controls, are not supported by substantial 
evidence. (Br. 49-57). We shall take up Petitioner's studies below. 
First, however, we shall respond to its contention that the findings ignore 
the testimony of Unimed’s “experts in Meniere's disease" who thought the 
studies met the requirements of substantial evidence of effectiveness. 

(Br. 16-21, 45, 4&6, 50-52, 56). 

section 505(a) of the Act requires (1) adequate and well-controlled 
investigations, (2) by experts qualified by scientific training and exper- 
ience to evaluate the effectiveness of the drug involved, (3) on the basis 
of which it could fairly and responsibly be concluded by such experts that 
the test drug will be effective for its intended uses. The statute is clear. 


The Agency witnesses, by training and experience, were qualified to 


evaluate the adequacy of the efficacy data on Serc in the NDA. Dr. Beaver, 


cor example, is a high qualified expert in clinical pharmacology [R. 3779- 
89; G-22]; the Agency physicians were trained and experienced in the daily 
review and evaluation of NDA data to determine whether clinical studies 
are adequate and well-controlled [R. 26-43, 345-56, 646-50, 900-11). 

On the other hand, Petitioner relied upon physicians who were 


clinicians in the field of otolaryngology. 
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Experts versed in clinical pharmacology are qualified to render 


responsible judgments as to whether a study is adequate and well-controlled. 
They specialize in "the interaction of drugs and living systems", {R- 3780], 
i.e., the design, conduct, and evaluation of clinical investigations {R. 3781- 
90, 2258, 2588]. They are the medical profession authorities in this special- 
ized field. i 
A"clinician" on the other hand is a different eype! of specialist. 
According to Dr. Kupperman, he spends his time ina “particular specialty", 
such as Meniere's syndrome, and "if he is a highly specialized chap and has 
used drugs in his own particular field ... is pretty cognizant of the ac- 
tivity in comparing effects of drugs in this particular patient" [R. 2588]. 
But no amount of clinical expertise qualifies a clinician to vouch 
for the effectiveness of drugs on the basis of random clinical observations. 
Rather than evaluating “this particular patient", 2 clinical pharmacologist 
necessarily evaluates all aspects of the design, conduct; and results of 
clinical investigations as & premise to concluding whether a drug has been 
proven to be an effective therapy. And, in terms of the weight to be 
credited to the testimony of the witness at the eine it is clear that 
the Agency witnesses are by training and experience considerably more 
qualified to render expert judgments on the scientific quality of the inves- 


27 
tigations in the NDA. 


| 
oe | 
27/ The testimony of Petitioner's witnesses showed a basic lack of 
comprehension of the principles of sound clinical design. 
[R. 3896-3900, 3923-29, 3969-71, 3977-92]. 
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Moreover, the legislative history of the 1962 drug efficacy 
amendments shows that Congress rejected the notion that disputes about 
drug efficacy can be resolved by clinicians on the basis of uncontrolled 
or poorly controlled studies. Pharmaceutical Manufacturers Association 
v. Richardson, supra. See also Upjohn Co. v- Finch, supra. Dr. Louis 
Goodman in his testimony before Congress described the problem succinctly: 
the clinician, he said "does not have the time, the facilities, the skill, 
nor the training to be an expert in the determination of drug efficacy." 28 

The only witness Petitioner called who had paper qualifications 
as a clinical pharmacologist was Dr. Kupperman. It is perfectly obvious 
from the record, however, that his testimony is totally unpersuasive. 

He disqualified himself from testifying as a clinical pharmacologist. 

He said that he could not testify whether any of Petitioner's studies 
were adequate and well-controlled since he was not an expert in Meniere's 
disease [R. 3500-02]. Dr. Kupperman found himself in this incredible 
situation because of his prior testimony that he would "rely upon the 
expert [clinician] in setting up and experimental design --- in this 
particular disease” [R. 2576-77], even though the clinician "had never 
designed another experiment” [R. 2578]; that a clinical pharmacologist 


"can't be an expert in determining the most efficacious method of 


eee 


28/ Hearings on Drug Industry Anti-Trust Act before the Senate 


Subcommittee on Anti-Trust and Monopoly, 87th Cong., lst Sess., 
Pr. I, pp- 217-219 (1961). 


evaluating a drug in this disease" [R. 2578]; that he "would give a 
lot of credence to" an expert clinician's observations of ten patients 
given a drug for oe week, because “he is an expert in the field" 

[R. 2579-80]; that he would accept evidence derived from observations 
made in what is “tantamount to patient treatment" [R. 468) because 

a "clinician in this disease is competent to set up a study better 


29 In short, Dr. Kupperman would 


than a pharmacologist” {R. 3454]. 
accept the clinician's observations in preference to the results of 


an adequate and well-controlled study. 
Vv. 


None Of Petitioner's Studies Qualified 
As An Adequate And Well-Controlled 
Clinical Investigation- 


a. Dr. Bertrand's Study 


Petitioner complains that there is no record basis ca which the 
Commissioner could conclude that the NDA contains “insufficient data .-- 
to enable the evaluation of [this] investigator's Peciagions™ [Br. 49-50]. 
Case histories of most patients in the study were not included in the NDA 
and were offered, as Petitioner concedes, for the first time as an exhibit 
during the hearing. But these histories are abbreviated and conclusory. 


As the record will show, the data does not disclose patient symptomology , 


2 I 
29/ Compare the testimony of Dr. Beaver on these issues [R. 3978-92]. 


severity and course of disease prior to treatment, and criteria for 
diagnosis. And the study is fundamentally defective because it was 


historically controlled [R. 5682]. 


b. Dr. Godlowski's Study 


SE 


Petitioner contends that this is a valid study despite the 
administration of other drugs concomitantly with Serc and the variable 
doses of Serc employed [Br. 50-51]. Although this study, too, is 
invalid because of the use of historical controls [R. 100-102, 932-34], 
the other defects cannot be dismissed. One of the criteria of an 


adequate and well-controlled investigation is the standardization of 


dose of the’ test drug [R. 3804]. This is necessary so that when the 


study is completed, an inference may be reasonably drawn that a certain 
dosage will be effective in a particular group of patients. 

More importantly, however, was the fact that 11 of 15 patients 
received other drugs concomitantly with Serc and 14 of 15 received other 
medication up to the commencement of the study [R. 932]. The obvious 
problem is that the use of two chemical substance may influence one 
another. The only inference which could be drawn from such data-assuming 
it was otherwise acceptable - is that Serc and drug X may work together. 


[R. 82, 864, 925, 4034-39, 4047-51]. 


c. The Rubin Study 


Petitioner states that there is no testimony that use of a placebo 
in four patients invalidates this historically controlled investigation 
[Br. 24]. We agree. The study is invalid for its failure to use a 
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placebo under double blind conditions in all patients. 
agree with the statement [Br. 24] that full information on nine patients 
who did not complete the study period was submitted with the NDA or 
explained by Dr. Rubin. The NDA does not contain information on why these 
patients left the study, and Dr. Rubin could testify only that they 
dropped out of the study for unknown reasons [R. 1551-52]. 

Information about the drop-outs is important since these patients 
may represent failures to Sere therapy, or possibly spontaneous remissions. 
Without full information on the reasons why patients did not return for 


further study, evaluation of the data is impossible. 


d. Dr. Wolfson's Longitudinal Study : 
) 

The Commissioner found that the information on the| longitudinal 
study subjects consisted “almost solely of the investigator's statements " 
and that "no meaningful clinical data was submitted" [R. 56771. Petitioner 
says this criticism is not supported by the record since clinical data 
on these patients was submitted with data on Dr. Wolfson's prior double- 
blind study [Br. 52]. 


Dr. Wolfson purported to do a double-blind study on 19 patients and 


thereafter continued treating 13 of these 19 patients in longitudinal 


| 
30/7 Petitioner states the four patients were selected for placebo 
challenge because they did well on Serc. This is open to doubt, 
for according to one version of Dr. Rubin's records, one patient's 
vertigo did not abate until administration of a placebo. [R. 2851-54]. 


fashion with Serc. Dr. Wolfson submitted data on all 19 patients when 
he reported on the first study. It proved nothing. And for the sub- 
sequent period during which the 13 were continued on Serc therapy there 
was no complete patient data submitted [G 1, Vol. II, pp- 198-214]. 
Dr. Wolfson's conclusions were based upon experience with the 13 patients. 
e. Dr. Wolfson's Placebo Controlled 
Study 
Apparently Petitioner does not disagree with the Commissioner's 


findings that for some of the 19 patients insufficient base line data 


was submitted and that the study was not completely randomized 31 (Br. 


25, 52-53]. Nor does Petitioner deny that the study, submitted as a 
double-blind investigation, was actually only single blinded because the 
code was broken. The thrust of its argument is that the Agency regulations 32 
do not require double-blinding and that the evidence does not show Dr. 
Wolfson was biased by his lack of blind control [Br- 53]. 

What the Commissioner found here is important: "Double-blind 
techniques are necessary because any conclusion that Serc is efficacious 


... depends upon the evaluation of the test subjects’ subjective responses 


by the clinical investigator” [R. 5667]. And this requirement, as previously 


Se eee ee 
31/ The applicable findings are set forth at R. 5662-63, 5675-77. 


32/ Petitioner notes that the regulations provide only that: “Level 
and methods of ‘blinding’, if used, are to documented." Inasmuch 
as the regulations also provide for limited use of historical 
controls, they do not purport to make blinding a universal 

requirement. 


shown, is necessary because investigation bias may influence patient 
responses and recordation of results which cannot be confirmed by 
objective tests. Petitioner's suggestion that there must be proof of 


Dr. Wolfson's unconcious bias is patently absurd. It is precisely 


because unconscious factors cannot be documented in each case that 


double-blindness is mandatory. 


f, Dr. Leach's Placebo Study 


It is unclear whether Petitioner is attempting to obfuscate 
the record or whether it still fails to understand the basic principles 
of clinical pharmacology [Br. 53-57]. First, Petitioner states that all 
diagnoses for patients were confirmed before the drug code was broken. 
Second, it implies that a homogenous population was studied because 26 
of 53 patients were selected as having Meniere's before che code was 
broken. Third, it states that there is no testimony to support the 
finding that Dr. Leach did not properly randomize his allocation of 
patients to treatment groups. Fourth, it states that che finding that 
two-letter blind coding is unacceptable is contrary to the evidence. 
Fifth, it states there is no evidence to support the finding that 
stratification or assignment of patients to test groups based on severity 
and frequency of vertigo is necessary. Finally, it states that use of 


concomitant medication is unimportant. 


It is not disputed that Dr. Leach started with 53 patients and 
ended with only 26; that many of the 53 were started on Serc or placebo 
without confirmed diagnoses; that because diagnoses were uncertain in 
some cases, patients were not assigned to Meniere's and non-Meniere's 
groups before the drugs were administered; that Meniere's patients with 
significantly different patterns of vertigo frequency and severity were 
not allocated (stratified) to different treatment groups; that because 
of the lack of stratification, the patients started on placebo were 
substantially different from those started on Serc; or that Serc and 
placebo were coded respective "A" and "B”. . 

Dr. Beaver explained the significance of these factors. Before a 
study is begun, a definite diagnosis for each patient is necessary. 
Meniere’s and non-Meniere’s patients must be divided into various groups 
by their diagnostic criteria. Each group must then be stratified or 
divided into sub-groups depending upon factors such as severity or 
frequency of vertigo because these factors influence the results of 
treatment. 

Allocation of either placebo or Serc to each sub-group is made in 
random fashion, thus allowing for comparison of the drugs in each sub-group 
as well as in the whole Meniere's and non-Meniere'’s groups. Medication 


must be coded in such a manner as to prevent the possibility inherent in 


a two letter code system ("A" and "B") of detection by patient or 


investigator. Procedures which randomly scatter variables that may 
influence or bias the results of treatment allow for accurate 
statistical analysis of the study results to Geverainel tf difference 
between placebo and Serc are due to the test drug or to chance. 

Dr. Leach's study failed to take these principles into account. 
As a result of failure to have confirmed diagnoses for all patients, the 
therapies were not allocated to patients on a statistically acceptable 
basis. Biasing factors, such as differences in patient groups starting 
on placebo and Serc, entered the study. The therapies to be administered 
in random fashion to Meniere's patients were given to ee Merterees 
patients as well, weakening or diluting that procedure, The method of 
drug coding used allowed for the possibility of maerpocced and undetect-— 
able biasing of investigator and subjects. And finally, the concomitant 
use of the other drugs introduced another variable or biasing factor 
into the study. For all these reasons, the Leach study is unacceptable. 


IR. 3852-83, 3901-10, 3946-50, 4042-56]. 
VI. 


The Commissioner Properly Withdrew 
Approval Of The NDA Based Upon 
Untrue Statements Of Material 

Fact Contained In Petitioner's Data. 


It is not disputed that the data from Dr. Elia's study, as submitted 


by Petitioner, contained untrue statements of material fact.-> The thrust 


33/ The pertinent findings of the Commissioner are set forth in 
R. 5667-5671. 
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of Petitioner's argument is that because it has elected not to rely 
upon Dr. Elia’s study, the Commissioner cannot withdraw the new drug 
approval on the basis of the false submission. Unimed also contends 
that withdrawal of NDA approval on these grounds is inappropriate 
because there is no evidence that false information was submitted 
intentionally. 

The Commissioner did not find, nor was it necessary that he 
do so, that the false information was filed with intent to deceive the 


Agency. It has long been established that intent or knowledge of wrong- 


doing has no place in the interpretation of the Act. United States v- 


Dotterweich, 320 U.S. 277 (1943); United States v- Wiesenfeld Warehouse 
Co., 376 U.S. 86 (1964); United States v- Hohensee, 243 F.2d 367 (C.A. 
3, 1957); United States v- Greenbaum, 138 F.2d 437 (C.A. 3, 1943). 

Nor is the question one of whether or not the untrue statements 
of fact are “material to the issue on this appeal.” [Br. 58]. There is 
po doubt that the untrue statements of fact were material to the approval 
of the NDA under the requirements of Section 505 of the Act, for without 
the Elia study, the application would never have been considered as con- 
taining adequate and well-controlled clinical investigation. Had all 
the facts been known, this NDA would never have been approved. Rather 
than mooting the impact of these factual misrepresentations in the Elia 
data, Petitioner's decision to abandon the study amounts to an admission 


that untrue statements of material facts were made in the application. 


Finally, Petitioner has shown no reason why withdrawal of approval 
based upon untrue statements in the NDA should not be af firmed. To 
argue that Congress did not intend to permit NDA revocation on these 
grounds is contrary to the clear wording of the Sere To para- 
phrase what Judge Friendly stated in Pfizer, Inc. v- Richardson, 434 
F.2d 536, 542 (C.A. 2, 1970) when construing another Berton of the 
Act: "Why then, asks [Unimed], when the FDA proposes withdrawal of 
approval for [a new drug], should the manufacturer have to [be bound by 
the data it once relied upon for approval of its NDA]? A sufficient 
answer is the simple if not altogether satisfying one that Congress 
said so." 

Moreover, there is nothing irrational about the requirement of 
the statute that true, accurate information be submitted to the Agency. 
After all, thousands-frequently millions- of patients will take a drug 
once it is approved for marketing. To say the least, it is not al- 


together unwise to provide that the prospective manufacturer of the drug 


be held responsible to the requirement that the drug's worth be truth- 


fully documented. 


Se ——eeeen 


34721 U.S.C. 355(e) provides that approval of an NDA shall be 
withdrawn if the Secretary finds "(4) that the application 
contains any untrue statement of a material fact ..." 


CONCLUSION 


For the foregoing reasons, the Order of the Commissioner 


should be affirmed. 
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93 
Q Based on your knowledge of Meniere's, would you expect 
such a result if the drug was not efficacious? : 
A I would not expect this. 
Doctor, in your opinion is this a controlled study? 
Yes. 
What is the control? 
The control is the patient himself or herself. | 
x OK OK 
Doctor, in your opinion, is the study conducted by Dr. 
Wolfson a controlled study? : 
A Yes. 
Q Is it a well-controlled study? 


A Yes. 


Q Doctor, taking a look at all of the data that was produced 


in connection with this study, what is your opinion with regard to whether 
or not this study, the data in this study, would permit you any other -- 
permit you to make any reasonable and fair conclusions respecting the 
efficacy of Serc in reducing the frequency of vertiginous episodes asso- 
ciated with Meniere's? i 

A On the basis of consideration of both the double-blind 
placebo and with the followup the first ten patients on the longitudinal 


study could make reasonable inferences of efficacy of Serc in the treatment 


“o 
of episodes of veritgo in Meniere's disease. 
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Q Could you make any conclusions with respect to whether 
er not Serc reduces the frequency of vertiginous episodes associated 
with Meniere's? 

A Yes. 

Q What conclusions can you make? 

A That in fact on a predictable basis that Serc, followed in 
a longitudinal fashion on patients with Meniere's disease, does in fact 
have 2 marked reduction in the number of their episodes of vertigo in 
this disease. 

Q In your opinion as an expert, can experts fairly and 
responsibly conclude that Serc has the result that you have just testified 
to? 

A Yes. 

Q Now, Doctor, you indicated yesterday that several of those 


patients had been followed for only five months. What effect does this have 


on your conclusions that you have just stated? 


A We are talking now about Table 2, reference on page 256, 
in Volume 16.4; in the longitudinal phase of this study. That patients three, 
four and nine were followed for six months or longer with no episodes and 
patients five -- excuse me. 
Patient one, two and five have only a five-month followup. 
I would say this is a reasonable period of time. My own criteria are six 
months and I would expect that Dr. Wolfson might have some other reason 


for only the five-month 
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period, but two of these patients had no episodes and one had only one 
episode whereas previously there had been three in the two-week periods 
evaluated. : 
So that I would say within his own criteria these 
may represent actions of Serc that fit the criteria of reducing episodes of 
vertigo in Meniere's disease that would show efficacy. 
Q Doctor, just for completing the record I failed to ask you 
one question yesterday with respect to your own study. If I a for a 
moment, go back, I asked you yesterday, and you responded to the question 
whether your study was controlled. | 
For the record I would like to ask you whether or not you 
regarded your study as well controlled. | 
A Yes. 
ek | 
Q Now, Doctor, based on your evaluation of the data-in this study 
[Bertrand study] which is set forth, as you just described it, have you been 
able to come to any conclusions with respect to what this scuay shows re- 
garding efficacy of Serc? 


A Yes. 


Doctor, in your opinion is this a well controlled study? 


Q 
A Yes. 
Q 


Doctor, in your opinion is this -- does the data presented 


permit fair and responsible conclusions that Serc is effective in reducing 


the frequency of vertiginous episodes 


associated with Meniere's? 
A Yes. 
Q Is this conclusion that you have just stated one which in 
your opinion experts in the field -- experts in Meniere's would also reach? 
A Yes. 

EXAMINER BRENNAN: On what do you base that answer, 
Doctor? 

THE WITNESS: I base that answer on the 12 patients whom 
we have just discussed, patients that I listed having no further episodes of 
vertigo in their Meniere's disease, and on the basis of the fact that there 
is an excellent background and base line for these patients over a long 
period of time that, in fact, when followed for six months or longer with 


this kind of background of episodic vertigo in Meniere's disease, that in 


fact these 12 of 26 patients had complete remission of their symptom. 


Because of the method of reporting of the data in the vertigo 
column, I would completely ignore -- not ignore but consider as failures 
those who received less than complete remission of their symptoms. 

EXAMINER BRENNAN: Have you consulted any other 
otolaryngologist concerning this study? 

THE WITNESS: Concerning this study? No, I have not. 


EXAMINER BRENNAN: All right. Go ahead. 
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THE WITNESS: May I explain in the light of your question? 

EXAMINER BRENNAN: Surely. | 

THE WITNESS: The fact that there is eaaiets remission 
on the basis of the data presented would lead any Beoierneatoeint who is 
familiar with the disease to feel that this drug would be efficacious 
if in fact the study were such that the patients were known and followed 
for this period of time under drug because there are no other medications 
in our armanentarium and no patients who by natural course of their disease 
would be expected for six months or longer to do this kind of thing con- 
sidering their past history, so it's not on the basis of consultation with 
other otolaryngologists specifically with regard to this study but just with 
regard to this problem in general such as we discussed it within our own 
committee on Meniere's disease. 

ok ok 
Q Doctor, I would like to ask you now if we can finish with 

Dr. Bertrand's study and take up Dr. Godlowski's study. 

The data appears in volume 17.2, ence on page 79 
and going through page 100. : 

Doctor, have you reviewed the data reflected! in that study? 


A Yes, Ihave. 


Q And this is a study by a Dr. Godlowski, is it not? 


A Yes, itis. 

Q Can you give us a description of the study? 

A This is a study of 15 patients with the diagnosis of Meniere's 
Disease with 2 base line history extending from 6 weeks in one patient 
on up to 30 years in the patient with the longest history, who were followed 
for periods from ] month to 46 months on the medication Serc. 

Q Doctor, in terms of your views of these longitudinal studies, 
are there any patients that you would exclude from the study? 

A Yes. Not just because of the longitudinal aspect. Patient 1, 
MW, has on the raw data sheet on page 80 no indication of hearing loss, so 
I would exclude that patient on the basis of questionable djagnosis. 

Patient 12 was only followed for 1 month, sol would exclude 

that patient -- not exclude but both these patients would be considered 


failures. 


Q Any other patients you would consider a failure as far as 


the study goes? 

A Patient 15 only followed for 5 months, would not measure 
up to my 6-month guideline. 

Q Doctor, with the exclusion of the failures you have just 
testified about, what conclusions set forth in the data with respect to the 
remaining patients? 


A On the review of the data presented, and because of 
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the qualifications that I stated previously in Dr. Bertrand's study, I 
would only consider those patients who had complete momiocien of their 
symptoms. On that basis I would state that patient 2, 3, 4, 6, 7, 8 9, 
10, 11 and patient 14 would be considered patients with eecten: results. 
EXAMINER BRENNAN: From what page are a reading? 
THE WITNESS: Page 79 of volume 17.2. | 


| 
EXAMINER BRENNAN: All right. 


THE WITNESS: With the raw data onto page 100. 


BY MR. LAND: 


Any results -- any other results shown in the study? 
A There were other results shown but those with partial 
improvement and that type of information in this particular study I would 


consider as not indicative of efficacy. 
Q Doctor, based on the data that you have just recited and in 
the light of your previous testimony, have you come to any conclusion with 


respect to whether this is a well controlled study? 
| 
A On the basis of the data presented and because of the length 


of time with the known problem of Meniere's Disease and on the basis of the 


period of time in follow up on the drug Serc I would consider that 10 of these 


patients qualified for an excellent response to the drug during the period 


of treatment in the control of vertigo in Meniere's Disease. 


EXAMINER BRENNAN: From that, what do you conclude 
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in relation to the efficacy of Serc, if anything ? 

THE WITNESS: I would conclude that Serc is efficacious 
jn the control of the symptoms of vertigo in Meniere's Disease on the 
basis of these 10 of 15 patients with the disease of Meniere's. 

BY MR. LAND: 

Q And, Doctor, would you regard the study as well controlled? 

A Yes. 

Q Does the data permit you to make fair and responsible con- 
clusions that Serc may reduce the frequency of vertiginous episodes as- 
sociated with Meniere's? 

A Yes, Ido. 


* OF 
WALLACE RUBIN -- CROSS 


Q ‘Can we go back to Meniere's? Exactly how does Serc change 


the mechanism of the disease or syndrome with respect to vertigo? 


A ‘Are you through with the question? 


Q Yes. 

A ' One of the concepts, one of the primary concepts -- first of 
all let's start out with the basic mechanism of Meniere's. That in fact the 
increase of endolymphatic pressure within these canals that we talked 
about and within the utricle and saccule, so that the patient's symptoms of 
dizziness and his disease process occur as a result of an increase of 


pressure within the membranous system. 
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Now, if we go to the concept of the formation of this 
| 


endolymph, the formation of this endolymph is influenced primarily by 
the striavascularis, which we talked about previously, by this transudate 
of mechanism. | 

So that if in fact there is something, etc it might 
be, any of these cases we talked about, that allows for sates production 
of endolymph or lesser absorption of endolymph, which is a constant pro- 


cess within the system we are talking about, then in fact we will have an 
| 


increase of the endolymph pressure and symptoms. | 


Now, if you move to a drug like Serc which has an action in the 
microcirculation and if in fact you have a problem going on in that micro- 


circulation like in the striavascularis and you give Serc which can stabilize 


the circulation or dilate the vessels if in fact they are constricted, then in 


a situation where the increased endolymphatic pressure is a result of the 
increased formation or transudation of endolymph because of certain 

| 
conditions within the stria using 4 drug like Serc will change the conditions 


and change the mechanism. 


It is a long explanation but that is the only way to get there. 


* OK 


Q When you conducted your study, you assumed at that time, 


isn't that true, that Serc changed the mechanism of the disease? 
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A I didn't just assume. I based my design on the basis of 
an intelligent knowledge of the disease, Meniere's disease, on the basis 
of the information that was available with the possibility that Meniere's 
@isease can be affected by drugs that involve circulation and that in fact 
there wes much evidence prior to the oral use of Serc that histamine 
does in fact change circulation and did in fact improve patients with 


Meniere's disease. 


Dr. George Shambaw, for at least 20 years now, has used the 


sublingual and subcutaneous route for the use of histamine in the treatment 
of patients with Meniere's disease. 

So there was an abundant background of knowledge with re- 
gard to the possibility that in fact a histamine or histamine like derivative 
would in fact change mechanism in Meniere's disease. This was not just 
a blithe assumption on my part. 

% oe O% 
Q- Itake it Serc produces a change in the blood flow in the 
labyrinthine artery, is that true? It allows more blood to get through? 
A Not necessarily. The consequence of dilating the vessel 
does not necessarily mean there is more blood flow. It changes mechanics. 
It depends on how much dilation and for how long and under what circum-~ 


stances. 
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DR, ROBERT WOLFSON 
was called as a witness on behalf of Unimed, and having been first duly 
sworn, was examined and testified as follows: | 
DR. ROBERT J. WOLFSON - DIRECT 


Q Could you be more specific with reference to the symptom 


of vertigo? | 
What do you mean by recurring attack of vertigo? 

A Patients who have Meniere's Disease develop Beisocic 
periods in which they have attacks of dizziness or vertigo. They develop 
hallucinations of motion of one sort or another and these attacks, once 2 
patient has Meniere's Disease, he has future attacks. This is a recurrent 
problem. The attacks recur. : 

Depending upon severity of the disease, will depend the 
frequency and severity of the attacks. : 

Q When you say these individuals have episodic attacks of 
Meniere's, do these occur ina regular pattern or course within the patient? 

A You can't say -- make a general rule to this effect. In some 
patients, their attacks are fairly regular. In other patients they are very 
irregular. In other patients, they may be regular for a period of time, and 
then quit for a period of time, and recur again. So called raster attacks. 


Q What percentage of regular attacks would you say? 


A I never really did an exact study. I would have to give you 


just an estimate off the top of my head, now. | 
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I would say that fairly regular attacks would probably occur 


-- something like that. 


in about over half of the patients -- 60 percent 


I would really have to evaluate -- I never really delved into 


this particular area to make a statistical analysis. 


Q Can these individual patients who have Meniere's Disease, 


have what is termed a spontaneous remission from their attacks of vertigo? 


A Yes. 


ssion? 


Q Would you please define the term spontaneous remi 


A Spontaneous remission is that the patient will have an attack 


s symptom free for a 


of vertigo and then the attack stops and the patient i 


period of time until his next attack occurs. 


During the symptom free period, which may last for a few 


bours or for many weeks, he is in what we call a spontaneous remission. 


% OF % 


Q Give me 2 condition in which you think a double-blind study 
would not be proper. 


A I think in studying Meniere's disease, I think that a double- 


blind study is a proper study. It's just an impractical study, a very dif- 


ficult study to perform and to evaluate. 
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Q Why do you think it's a proper study? 
A I think that in a double-blind type of situation you are able 


to eliminate any type of bias factors by having placebo -- particularly by 


| 
having placebo crossed over with your investigational drug. ; 


Q You mentioned the term "cross-over. " In your opinion is 


a cross-over always employed in a double-blind study? 


A I have always employed a cross-over. 
Q Can you think of any situation where 2 cross-over would 


not be proper? 
A No. 
% Ok | 
Q Dr. Wolfson, you touched upon this question pnerers with 
respect to any particular patient, they may be suffering mild, moderate 
or severe episodes of vertigo. : 
When these terms are applied to a particular patient, can they 
be equally applied to another patient? 
A No. 
The vertigo that the patient experiences, and how he reacts to 
the symptom is a substantive phenomenon. Something this patient experiences. 
If you ask a patient if his vertigo is severe, | patient A might 


say, my vertigo is very severe. 


Tell me what you mean by severe vertigo? ‘Well, he might 


say, an attack comes on and things seem to sway or to 
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roll. It lests for an hour, maybe two hours. If I have to walk around, I 
have to hold on to furniture. I get a Little sweaty from this thing. I might 
get a little nauseous. 

That is what this patient describes as a severe attack. 

The same patient might describe as a mild attack, one in 
which he gets 2 little lightheaded or a little sensation of motion lasts for 
15 minutes, and no associated symptoms included. 

To another patient who also has Meniere's Disease, when 
he has a severe attack, his severe attack is one in which the room spins 
around. It may lest a fullday. it might take 3 or 4 days until he can get 
up and walk again. He becomes nauseous vomits, has palpitations, sweats, 
deathly ill. That is what he calls a severe attack. 

What that patient would call a mild attack might be equal to 
what patient A calls a severe attack. 

So that when you are dealing with severity and trying to compare 
one patient's severity of attack with another patient, it is almost impossible 
to do. 


Q 'If you were grading a particular patient on the severity of 


the symptoms, would you use the standard applicable to that patient, or 


some other more objective standard? 
A You have to use standards applicable to that patient. 


% % % 
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Q Dr. Wolfson, do you consider Serc to be a dere that 
operates on the symptoms of Meniere's syndrome or Meniere's disease? 

MR. CUTLER: Objection. | 

EXAMINER BRENNAN: Overruled. 

THE WITNESS: Serc is reported to be a drug which acts 
upon the microcirculation of the inner ear and in this way tends to change 
the actual basic mechanism of the disease. It is not reported to act as a 
drug which controls the symptoms by virtue of a suppres sant effect. 

A I felt that the conclusions in this case -- I felt it was 
difficult to conclude whether the drug had a specific effect or whether he 
had gone into a remission. My conclusion on page 37 was that it was dif- 
ficult to state inthis case whether Serc caused a remission to occur or 
whether this would have been developed spontaneously as had occurred in 


the past. 


In addition, this patient was not very faithful in returning 
to the office at the prescribed intervals. I know this man very well. He 
happens to be a Son of another otolaryngologist ih Philadelphia 
and what he would do would be to -- He would just seem to come back when 
he needed more medicine. He would take his medication for a period of 
time when he was doing well and then kind of wait until he either decided to 
come back or he started to feel his symptoms might be returning. 


ee | 
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Q Dr. Wolfson, taking your double blind study, do you consider 
that the data -- strike that. 

With respect to your double blind study, Dr. Wolfson did you 
reach any overall conclusions as to whether the drug was effective in re- 
ducing the frequency of vertiginous episodes in Meniere's disease or 
Meniere's syndrome? 

* 

THE WITNESS: I concluded that Serc appeared to be an 
effective agent in reducing the frequency of episodes of vertigo associated 
with Meniere's disease. 

BY MR. BENNETT: 

Was your double blind study a controlled study? 

Yes. 

% % % 


% * * In the study carried out thus far we felt -- 1 felt 


that the drug appeared to reduce the frequency of vertigo in patients who 


had Meniere's disease, at least those patients who had Meniere's disease 
of frequent -- who had frequent episodes of vertigo. 

‘Based upon this study it appeared that the agent was effective 
in reducing the frequency of episodes of vertigo. I wauld think that, carried 
in a larger patient population, that similar results would be obtained. 

BY MR. BENNETT: 

Q Dr. Wolfson, was the longitudinal phase of your study a 
controlled study? 


A Yes. 
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What was the control? 
The patient's base line frequency of vertigo. 


In your opinion, was your study well controlled? 


Yes. 


In your opinion, was your double blind study well controlled? 
Yes. : 
% OK OK 
DR. DANIEL M. MARTINEZ 
was called as a witness on behalf of Respondent, having been first duly 
sworn, was examined and testified as follows: 
DR. DANIEL M. MARTINEZ — DIRECT | 
| 
Q Does 2 patient suffering from true Meniere's disease suffer 
a predictable course of episodes of vertigo? 
A Statistically it can be predicted with a certain degree of 
t accuracy the general period in which an episode will again occur. 
Q- When you say "certain degree, '' what do you mean? 
} A It can't be said where the hour and day of whee this would be 
produced, but a general area in time when this is expected to produce itself. 
Q Will it always run this predictable course if there is no 
treatment given? 
A Would you say that again? 


Q Will it always run this course if no treatment is given? 


A Yes. 
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In the matter of 
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SERC TABLETS 


UNIMES, INC. 


Peerrccesveceveccssccacccccnscenp 


BEFORE::- 


WILLIAM E. BRENNAN, Hearing Examiner. 


APPEARANCES: 


HAPRIS CUTLER and 

EUGENE PFEIFER, 
Roos 5324, HEW North Building, 
330 Independence Ave., S.W., 
Washington, D.C.; 
Appearing on behalf of the 
Food and Drug Administration. 


STUART J. LAND and 
ALEXANDER E. BENNETT, : 
C/o Arnold & Porter, 
1229 19% Street, N.W., 
Washington. D. c., 20036 ; - 
Appearing on behalf of Nagi Ine. 


ee * 
DR. DAVID LIDD - 

wes called as a witness on behalf of the Food and Drug 

Administration and, having been first duly sworn, was 

examined and testified as follows: | 


DIRECT EXAMINATION 
BY MR. CUTLER: - 


{- 
-Q Would you state your educational background, 


please? 

A rireceives a Bachelor of Science degree from Tulane 
University in 1943 and a Doctor of Medicine from the State 
University of New York, Downstate Medical Center in 1950. 

Q Dr. Lidd, would you please state your experience 
professionally since leaving medical school? 

A I completed a rotating internship eat Syracuse 
University Medical Canter Hospital 1950 to 1951, residency 
in Pediatrics, Children's Hospital of Buffalo, New York, 


1951 through 1953, and pediatric practice from 1953 to 1959, 


eseseney, in internal medicine-immunology, Montefure pospetal 
Pittsburgh, ‘Pennsylvania, 1959-60, research fellow in 
immunology, University of Pittsburgh, Department of 
Medicine, School of Medicine, Pittsburgh, Pennsylvania, 
2960 to 1962; instructor in the same institution, Depart- 
ment of nedicine, 1962 to 1963; 1963 to present in the Bureau 
of Mecicine of the Food and Drug Administration. And the 
last three or four years, I am not sure of the numberof 
years exactly, in the Office of New Drugs. 

Q Where are voulicensed to practice medicine? 

A In thestates of New York, Pennsylvania, Maryland, 


Plorida and California. 


Dr. Lidd, are you board certified in any specialties? 


tam board certifie? in pediatrics and the sub-board 


of allergy. 
Q Are you amembet ‘of any medical societies? 


A I am a fellow of the American Acadeny of Allergy. 

Q I was Just Apo on positions you have held 
with FDA and what you have done under each position? 

A ‘Initially, my functions included both evaluction 
of new drugs as well as monitoring of drugs already or she 
market. . | 

This I think was probably about a year acd a haif or 
two. There were several reorganizational cha..>2s. Tre 
last three an@ a half to four years ae. my 
duties have been restricted in the serse of evaluating 
investigative drugs, that is, drugs before a decision is 

“*made as to whether they are marketable and evaluating new 


arugs which tre sponsor considers ready for marketing. 


z * *€ 
Sra: a medical officer with the Food and 
Drug Administration, you state you are in charge of reviewing 


what is termed asIND's and NDA‘s; is that correct? 


a4 Lt 


A That is correct. et Se i 


- 


ee BRENNAN: Would you state for the record 


what those SEES ET stand for? 


ze 8 


THE WITNESS: IND's is an abbreviation -- 2eals. 


with notices of clained investigational exemption, ana the 


° 


abbreviation NDA refers to new drug applications. 


4 

EXAMINER BREYNAN: What would be invoived ir your 
evaluation of the IND phase of this work? 

THE WITNESS: Thé IND phase refers to the evaiuetion 
primarily of safety although secondarily of efficacy. rf 
don't know how much vou fant me to aive. Shall I delve into 
this? | 

“" "EXAMINER BRENNAN: Yes, if you would. 

THE WITNESS: Realizing first of all that efficacy 
. ané safety are interwoven, let me demarcate the two. 

With respect to the IND phase, this is *ividee into one 
preclinical phase and three clinical phases. The pre- 
‘clinical phase -~ I am involved in a sense in all of these 


phases, although pharmacolo ists and chemists are also 
involved. 


The preclinical phase deals with the evaluation of 
whether the animal studies concerned were short and Jonq 
term toxicity as well as those dealing with pharmacological 


mechanisms metabolically are adequate to permit the 


testing of the drug under question for the particular 


case that is concerned in humans. 

Let me describe what. we call three phases of human 
testhg. Phase one refers to the first testing in humans. 
The humans are those who are normal subjects, that is, do 
not have any particular disease states. These 


studies are concerned with learning the. doses that a human can 


5 
tolerate by dose response testing, studies evaluating 
metabolic Kate in the man, and studies to delineate whether 
An oe subjects adverse effects are appacents 

_These studies are usually pertormnes by the more qualified 
investigator and are usually limited to a small miumber of 
human subjects. 

" Phase two refers to the first testing in patients, 

those with the disease state for which the drug will he 
contemplated. "Some ‘of these studies that were performed in 
phase one are also performed in phase two, that is, dose resto: 
looxing for adverse reactions, metabolic Yate, as well as 

in the context of clinical studies, small groups of 

patients are examines with regard to the efficacy of the 

drug. : 

‘Again in phase two the investigators are the ones who 
are relatively more qualified than those who will 
participate in phase cores: studies. : 

Phase three SEES are those relating to controlled 
studies in which aisease states are studied by broader groups 
of investigators, both possibly as in-patients and as out~ 
patients for both short and prolonged periods of time to : 
delineate efficacy as went safety, laboratory stories: 
are run concommitantly. . “ Ran 


Safety aspects are further evaluated because we have a 


much larger population that is at risk so to speak, so 


6 
adverse reactions with a lesser incidence of frequency may 
possibly he detected and delineated in these phases. 
_As von can see, both the early stages of the investi- 
gation th: emphasis is on safety with a 
little entering wedge into the evaluation of efficacy, and as 
one proceeds, the studies become oriented to evaluation of 
both safety and efficacy. 
EXAMINER BRENNAN: and you have been involved in these 
evaluations? 
- THE WITNESS: Yes, I have. 


BY MR. CUTLER: 


s * *& 


ro) In being involved in these evaluations and in 
eames these three phases, what are you attempting 
to determine? 

A Well, with respect to the IND, one is to determin, 
in terms of my responsibility, whether it is safe at any 
given state, considering it in a relative term, for the 


investigation to AAoceea. 


* * £ 


EXAMINER BRENNAN: In your evaluation. wnat specifical 


are you evaluating, Doctor? > 


THE WITNESS: Does the drug offer a potential for 


therapy that outweighs its potential adverse effect? 


*s- * *# 


EXAMINER BRENNAN: But in arriving at your 


conclusions, you are evaluating reports, is that not true? 
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THE WITNESS: Thatis true. 


*_ * * 


EXAMINER BRENNAN: So, phases one, to and three 
are actually part of the IND BEC Ces Se 

THE WITNESS: IND, but they are resubmitted in 
the form of a new drug application if the sponsor feels that 
the data will support his thesis that the drug "has 
demonstrated substantial evidenge of safety and efficccy fon 
‘the indications that are to be presented in the packase 
insert.” ; : 


BY MR. CUTLER: 


Q You make evaluations also of the new drug appli- 


cation phase, do you not? 

A ese I do. 

Q In making these evaluations, do you make recommen- 
dations as to whether or not the drug can be marketed for 
indications or for whatever the drug studies show that the 


drug should be offered for? 
A My responsibility is to review the new drug 


application and make a recommendtion to the directr of 


the division that I am in. 


se 8 

Q In making a recommendation based cpon your evaluation 
ofthe NDA on whether or not a drug is shown to be efficacious 
for an indicated use, what sort of guide: nes 


do you employ? 


8 
THE WITNESS: May I rephrase it? Were you asking 
what are the criteria that I look for in evaluating efficacy? 
BY MR. CUTLER: | | . } 
@ | Yes. | 
A There are a number of considerations that I look 
for. Number one. am: deezling with a homogeneous popu- 


lation with respect to the claimed indication. * * * 


* * 8 


Point two would be the necessity to include proper 
experimental controls. By that’ I mean patients who manetve . 
a placebo occasionally. where other therapeutic methods 
are available and have shown to be efficacious, one might 
incorporate them. In this case they would be called positive 
controls. 

EXAMINER BRENNAN: That would be a medication, the 
effects of which are known positively? 

THE WITNESS: “Yes, sir. For example, dealing with. 
antibiotics, one might use penicillin as a control, positive 
control. And one might Rese another control in which one uses 
no drug at all, placebo, although certain situations ethically 
might preclude the latter. 


A third aspect in looking at.the criteria of a 


well-designed Clinical trial deal with the question of randonm- 


ization. I think I might precede the definition of this ~< 


word by commenting on the purpose of an experimental design. 


9 : 

If one has mltiplicity of variables, as do exist 
in any clinical sitvation -~ age, sex, duration of disease, 
severity of disease -~ and one is trying to evaluate the 
role of an additional variable, namely, a arug, in terms of 
its interaction with all these variables, in order to pinpoint, 
to evaluate the effect of the ‘dyug, cne really has to hold 
all these other variables constant. : 

And the way that one does this is to set up two 
groups in which all these variables are homogeneously and at 
random distributed in both groups. Then the only variable 


that one has is that of the drug, and the comparison one uses 


in the other group is either a positive and/or negative 


control. 

a Otherwise, one cannot be certain that the change in 
the status of the patient is necessarily related to the 
administration of the drug in guestion. — ie 

Now, randomization is a method of trying to aontter 
all these variables with a certain degree of assurance ina 
held fashion between these two groups. This refers to the fact: 
that, almost as one tosses a pair of dice, one selects patients 
to be entered into the groups and selects the drug and the 
controls so that you have two sets of randomizations, so ms 
speak, both a drug and its control, versts the patient oes 
lation, into two groups. : : . : 


‘Failure to employ randomization precludes in most ; 
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cases the use of statistical tools to analyze data with any 
legree of validity. ‘There are several additional points. 
Studies should be designed so that there are not 
too few number of patients per study, and the law also 
requires that we have a sufficient mos OG studies per claim 
demonstrating under a controlled situation adequate evidence 


of efficacy. 


* * * 


* * * Other aspects deal with the question 
of whether, is one dealing with an evaluation of long-term 
efficacy or short-term efficacy? Are there clinical studies 
for either of these two situations? 


Another aspect hes to do with the validity of the 


Andices soe are chosen to evaluate the changes in efficacy, 


— here one jose whether or not reproducibility, sensitivity, 
and/or Seteeton to clinical diseases has been established with 


meres ne ee oe 


each of the Gndices chosen to examine efficacy in the 


_ 


evaluation of the disease. 

‘EXAMINER BRENNAN: What do you mean Me ‘the use of 
the word “indices" there, Doctor? 

THE WITNESS: Well, for example, evaluating the 
asthmatic, the indices,. for example, may be the auscultation 
of the chest, listen to whether or not there is wheezing, 


objective tests, what we call pulmonary function tests, which 


measure the rate that air is expired per unit of time. 


EXAMINER BREXNAN: Some objective measure --_ 
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THE WITNESS: It doesn't necessarily have to be 
objective. It may be subjective, and/or objective. 

EXAMINER BRENNAN : Some type of measuring effect? 

THE WITNESS: Yes, sir. 

BY MR. CUTLER: 

Q Will you estimate how many investigations of new 

drugs or new drug applications you have reviewed since you 
have first become employed with the Food om Drug Administra- 


tion? 


A Approximately 100 IND's and approximately 60 new 


drug applications. 

Q «Dr. Lidd, in these hundred or so IND's and 60 or so 
NDA‘s, can you approximately state how many clinical studies 
have been evaluated by you for both safety and efficacy? 


I would have to say somewhere Devoe five to seven 
* 2 8 

Q Dr. Lidd, ar are you a recognized clinical expert in 
Minjere's disease or Miniere's» syndrome? | 

A No, I'm not. 

Q Are you a clinical expert in the treatment of that 
particular disease or syndrome? : > 

A No, I'm not. 

Q ave you ever conducted any clinical tests relating 
to the treatment of Miniere's syndrome or Miniere's disease? 


A . No, I have not. 
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Q Have’ you ever treated a patient with Miniere's 
syndrome or Miniere's disease for the purpose of trying to 
alleviate that condition? 

A On one occasion. 

When was that? 

In my internship. 

Bow long did you treat this patient? 
Just on one emergency room visit. 
And how long did that take, please? 
About a half-hour. ae 

Q Now, you stated that you = eligracuste of Syxacuse 
University? . 

A No. Downstate Medical Center, State University of 
New York, at Brooklyn, New York. 

Q Did you ever study the condition of Miniere's disease 
or Miniere's syndrome at the time you were at that medical 
school? 

A Yes, sir. 

oo Under what circumstances? 

A In the context of a clinical clerkship, devoted to 
diseases of the ears, nose and throat. 


Q What did you call it? 


4 
Clinical cierkship. A 


A 
Q How long did that clinical clerkship last? 
A 


Approximately -- this is a guess -- three months. 
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Q How much of that time was spent on the disease of 
Miniere's syx:drome? 
A Approximately an hour. 
Q You indicated that you are Board certified in 
Pediatrics. In your certification for Pediatrics, have you 
ever studied Miniere's syndrome or Miniere's disease? 


A No. 


Q Would this be at all involved in that area of 


specialization? 

A No, it would not. 

Q You also indicated that you were a sub-specialist -- 
is that the term -- in Immunslogy? 

A No, in Allergy. 

Q Would that area involve Miniere'’s syndrome or 
Miniere's disease? : 

A Not formally. Only in the sense that problems of 
histamine and histamine metabolism are involved in the field 
of allergy. : 

Q Let me ask you, in your study in connection with 
this specialty of allergy, did you become involved in the 
study of Miniere's syndrome or Miniere's aipease? + 

A No. : 

“ aria oe ; 
“Q Would you please describe what chemistry Sere is, 


what is it? 


. “ 3 
A The drug is also called vetahistine hydrochloride, 


14 
and chemically it is analogous to histamine, a drug aifecting 
the blood vessels, secretions of the stomach, and vascular 
permeability. The dzxug was presented originally via the oral 
route. In a number of situations histamine cephalalgia, 


migraine headache, and in Meniere's Syndrome, as the inter- 


actions between the sponsor and the NDA proceed, the indications 


were restricted finally to that of vertigo of Meniere's = 


Syndrome. 
5 x *£ * 


Q Would you please describe what vertigo is. 

A Vertigo is classicaliy described. The subjective 
sensation of motion that a patient has experienced which cats. 
him to remain still or seek a position where he will not fesi 
this motion. This motion can be a rotational type or en 
Smpulsica, and this vertigo has to be distinguisked frca 
dissiness which is net a phenomenon not associated with the 
sezse of motion. 

Q Can the condition of vertigo in your opinion de .dis- 
abling? 

A In Meniere's Syndrome, the vertigo can be of such 
intensity to 5e disabiiag. 

Q Is the disease such to your knowledge that these 
symptems of vertigo will appear in a regular pattern? 

A The text book definition is to the contrary, nomely, 


that although for short periods of time it may appear wit hi... 
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frequency, in the long run one cannot necessarily proguostisat: : 


frequency with any souncé decree cf insurance. 
x» * * 


BY MR. CUTLER: 

Q Whether or not a person is relieved of the symptom df 
vertigo associated with Meniere's, either completely or to the 
‘severity of the vertigo, is this a subjective evaluation? 

A In the context of the data presented and reviewed, 
vertigo was evaluated in terms of subjective response as notdd 


by the particular clinicianer who ran the study. 


* * * 


-Q- -In your evaluation of a study where you have to 


recommend whether or not the study shows the drug to be 
efficacious for a paxticular diseased entity or symptom 
associated with the diseased entity, and where that symptom 

or disease effectiveness is only based on pargecstve rather 
than objective parameters, in your opinion ao the controis in 
this type of study have to be different than the controls where 
you have an objective means of measuring effect? 

A They have to be more exacting, shall we say. I may 
introduce the concept experimental bias and the question of 
single- and double-blinding study inasmuch as physicians share 
the same desire that the patients desire, that the patient get 
well, there is a subconscious desire that the drug in question 
achieve its desired result. This sort of delineation ina 


sense may constitute or may interact in an experimental design 


to introduce bias. 

Certainly, both the physician and the patient desire 
that the patient be relieved of the symptom of vertigo, and in 
the experimental design it is necessary that allowances be made 
to control the influence of the patient's and physician's 
desire that the drug achieve its result. 

Those who are skilled in experimental design require 
that certain situations be included -~ certain prerequisites 
be included in the design so that inferences may be made with 
some validity, namely, that both the patient os the physican 
be unaware of the distinction between the drug and either tie 


positive or negative control. 


ees 
EXAMINER BRENNAN: I believe you were discussing 
clinical bias and what, if any, measures can be taken to 
negate or diminish clinical bias in clinical testing. 
THE WITNESS: Randomization is a method of getting ric 
of clinical bias. This assures that the same severity of 


patients enter the same group, the group that is receiving the 


drug and the group that is receiving the placebo or the 


positive drug. 

3 Another way of preventing bias is by what we call 
double-blinding the study. By this we mean preventing the 
. physician evaluating the patient's response as well as the 


patient who desires a response from being aware of whether the 
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patient is receiving the drug in question or the control, 
realizing, however, that a third party, namely another 
physician, will have access to the code to protect the patient 


in case some adverse effect occurs. : 

EXAMINER BRENNAN: Co these principles Of the design 
of a clinical study apply to the diseased entity under 
consideration here, Miniere's syndrome? 

THE WITNESS: Yes, they do. 

EXAMINER BRENNAN: As well as to all fiseasea 
conditions? i 

THE WITNESS: Yes, they do, with certain exceptions 
where the disease has a well-established clinical course -- 

a well-established end result. 7 3 


4 


Take, for example, leukemia. Leukemia in childhood, 


"99.44 percent will probably be dead within several years 


without any therapy. 
So, in a case such as that, one one not need a 
negative control, namely a placebo. But one can use a 
positive control which is the best therapy one has available. 
There are illustrations of such, but for the most 
part, in Serine? situations in testing ross we fine 
the necessity of having a negative control, although at times 


we can have both a negative and postive control. 
2 e 8 ' 


EXAMINER BRENNAN: Did you evaluate this study as it 


is set forth starting on page 112 of volume 3 of the NDA? 
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THE WITNESS: Yes. My comments dealing with prcbiex, 
of experimental desicn were the following, namely, one, tnet 
we were not dealing with homogenous population in that 8 of 
the patients had Meniere's disease, one had “middie vertiso? 
and another one "inner ear vertigo." 

Point two was the fact that no randomization with 
respect to the entrance of the patient into a group or the 
use of a drug was employed. ji 
=o Point three is that Many of the patients received 
concomitant hormone therapy. We were discussing varizbdies 
before. The other drugs that the patient may receive are 
considered variables. If all the patients were LOGeLvtiry tts 
same drug concomitantly, then, that variable woulda be held 
at a constant, but in this situation not all the acters 


were xeceiving the oomwon drugs, and these coastuted of 


x . 
thyroxin oxjfeoraxctn like drugs. These are drugs reacting on 


the thyroid gland. 


Because of these three deficits, my comment was 


that the Study did not: lend itself to any evaluation of 
efficacy. S: 


zs * * 


Q Included is a study ~~ alluded within the referances 


is there a study by Dr. Goldowski? 


zs * # 


A On page 186 of the cover letter the first paragraph 


makes reference to Dr. Goldowski. 
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Q How is this study in any way different from prior 


submissions exactly? 
A It appears to be a continuation of the previously 
long-term administration of Sere not in the context ofa 


clinical trial. 


BY MR. CUTLER: 
Q What do you mean by none in the coritext of a 
clinicai trial? i 
A Well, there was no method or way of comparing or 
evaluating whether or not the persistence or lack of per- 
sistence of vertigo is related to the sole administration of 
‘Sere because we don't have either a comparatie gzoup which 
was treated with a placebo and/or we have not had a perioa 
in which a placebo challenge was used. | 
By placebo challenge I mean the fact that in a 
double blind fashion the patient + was given a placebo in an 
ss to learn whether or not a recurrence of the 
Gisease would occur. Either of eae two approaches -_- 
RSS are two of the approaches -- there may ES others -- 
to Serantine ina long term study in a controlled 
fashion. : 
ees 
.@ Were there any deficits in either of the ‘studies 
in your opinion? 
A Yooking at the -- let me treat =e 


and then conjointly. 
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With respect to the evaluation of vertigo per se, 


the study didn’t have a control group. In other words, patients 
eight patients with Meniere's disease were treated with Serc 7 
ooo nests for approximately a month and then evaluated 
subjectively. At the same time -- my point there is that 
this is not a controlled study in that since because there are 
no positive and/or negative controls aes 
j | With regard to nystagmography, it was Dr. Rubin‘s 
opinion that in six noe of the eight patients there was a 
sorrelation with respect to changes in ‘nystagmography and 
changes in vertigo. Two of the patients revealed changes in 
aystagrogzaphy and not changes with respect to vertigo. 
‘My comments with regard to the total study was that 
the nystagmography was a brand new approach to the subject 
and was of interest but the data at hand was too preliminary 
in terms of aoaber of patients and also one hadn't established 
a one for one relationship. Namely, does a change in 
nystagmography always correlate with a change in vertigo? 
I already mentioned the fuct there are no placebo control 
periods. 
Q No placebo control periods. Is this directed to 
the eight Meniere's patients he was treating? 


A Yes. 
** 8 


Q Before I go on, is this the submission that you 


reviewed? 


Yes. 
@ All right. | 
A What we have here are the additional followups on 
patients previously examined, the eight patients previously 
examined, plus six additional ones. : . 
During this period of time intervening, the initial 
eight patients have received additional SERC. 
Again, we have no control group concurrently 
receiving placebo. I was unable, in the absence of a control 


group, to make any inferences with xespect to the absence or 


presence of efficacy. 
: * * * 


Q What conclusions did you reach Bascal upon your 
evaluation of these materials? Were they different or the 
same? If so, would you please state it? 

A I made no conclusions with ere to every case; 
again, because of the problems of experimental design and not 


having a concomitant control. 


Q I would like you to spell out as fully all the 


. 


deficits that you remember. | 

A I think it's crucial that one of, in a aisense -- 
the symptom we are interested in is that of vertigo. There 
is unpredictability with respect to the frequency of vert i 
nous episodes in the disease, it's my opinion that one has 
to have concomitant control of which the patient population 


is either randomized in an additional group which serves 
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merely placebo and or one uses a cross-over technique with 
the single population at hand. 

In the absence of such a control, my other comments, 


randomization, heterogenity of groupings, of no import. 
zs * * 


EXANINER DORNENNAN: [In velatior to the Gizziness iino 
on this particular vage, thore avnoars to havo bser episodes 
of Cizzizcees come tine arocme whe second of Octoter or the 
16th of October and the Z2th of October. 

Is that an accurate summary of what theso letters 


and bpunbers cay? 


- HE WITHESS: That would be ny interpretation. 


BXAMSNER BRENWAN: In view of the fact that the lettez 
A represents a one-quarter day of duration, does that not 
represent threo episodes of vertigo? 

TEE WITNESS: Well, an opisode could also refer to 
2 period of successive days in which there is at ieast one 
opicode per eay. i had contacted the sponsor ene tried to -- 
there are several approaches of handling subjective acca, none 
of vhich are admirable or optinal. 

This is the motors of the boast, s0 to speak, hov 
do quantify so that one investigator has the same interpreta- 
tion as another. The denominator that I sorght and utilized, 
craicuteliel cuolooizetisatedhioaiielvecs cece labelnoc vas 


that of frequency. 
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Q I will now ask you to turn to pages 49 through 69 of 
volume 8 and ask you if this is not — whether or not this is tke 
submission by Dr. Le Pere which you reviewed? 
A Yes, it is. | 
Q Will you please éescribe this submission? 
A Well, this I would consider a totally uncontrolles 


study inasmuch as — 


-Q  . Excase me, I just wart you to describe in terms of 


oatients. 

A 18 patients with Meniere's disease were administered 
the drug Sere for varying periods of time. No placebo control 
was employed and evaluation was made by the investigator in 
that he felt that the majority of patients received significance 
response. It is not spelled out what he meant by significart 
response, what it was in terms of the pyicomarotogy: 

Q What was your evaluation of the study in regard to 
Clinical design? 

A This would have to be considered aerery as a compil- 
ation of the records cz patients receiving treatment for a 
specific Qisease rather han An coe study because of 
the lack of any controls necessary to instre a valia experimental 


design. 
* * * 


Q Do you have an opinion, Doctor, whether or not Dr. 
Le Fere'’s svo=mission or submissions individually or in total 


| ~ 
constitute an adequate and well controllec study or scudies 
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to support the efficacy of the use of Serc in the creatwent 


of high frequency virtigo episodes in Meniere's disease? 
5 * * * 


THE WITNESS: Yes, I do have an opinion. 


* * * 


Q Wheat is that opinion? 


A That because of the total inadequacy of controls, thé 


data presented constitutes clinical practice and therefore 


aré not evaluable ¢rom the standpoint of experigmental design. 


* * * 


ALAN LISOOK 
was called as a witness and, having been first duly sworn, 
was examined and testified as follows: 
DIRECT EXAMINATION 


BY MR. CUTLER: 


zs * & 


Q- What is your educational background, please? 
A I attended Johns Hopkins University premedical from 
graduating in 1954 with an AB, a year of postgraduate 
work in the McCullum-Pratt Institute, biochemistry, ending in 
1955. Medical school at Northwestern University M2dical School 
from 1955 through 1959, got an MD in 1959. 
--@ Fine. } . | 
Would you state your experiences professionally 
ince Commieting your education in medical school? 


A fne year 1959-60, internship at Los Angeles County 


General Hospital. From 1960 through 1963 residency in 
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aecrnal medicine at that same hospital, Los Angeles County 
General Hospital. The practice of inteznal medicine in Trenton, 
New Jersey until the year 1960-65 and came to the FDA in 


late. 1965. 
Q Dr. Lisook, in which states are you licensed to 


practice medicine? 


A In California, New Jersey and Virginia. 


Q Since coming to the Food and Drug Administration, 


<I believe you stated it was in February? 
A In December of 1965. 
@ In December of 1965. 
What has been your duties with the Food and Drag 
administration from that time until the present? 
a Originally my duties were the review of INnD’s; 
when the system chinged I was charged with review of both 


IND's and NDA‘'s. 
s- * & 


Q Baci:tracking briefly, when you were in charge of 
reviewing which you termed IND's and NOA's, what preciseiy did 
you do in this particular job? 

a IND's are reviewed primarily from the standpoint of 
safety. That is, is there enough evidence submitted to the 
FDA to make_a decision that it is safe to go on with further 
investigation of a given drug in man. obviously in this 
situation one has to balances the degree of toxicity of the 


drug against the possible benefit that might be dezivsd 


therefron. 

In review of the NDA, the NDA is reviewed not only” 
from the atone of safety but also frem the standjoint of 
efficacy to see if a Crug is efficaciovs for the conditions 
supported in the new drug application. 


Q Approximately how many IND*'s or NDA;s have you 


teviewed while you were in that pvosition? 


--A That is rather difficult tc be specific on. I can 


make an estimate of somewhere around 200 IND's and a much 
smaller number of NDA's, perhaps three or four. 

Q Within these three or four NDA"s cnd 200 IDA's, how 
many actually clinical studies had you reviewed? 

A For the most paxt, this would have to de an educated 
guess. The IND's contain not too much in the way of clinical 
material. Basically the matcrial therein vould be early work 
which graduates as the IND gets larger with wore experience. 
Perhaps 1,000 clinical studies in the IND’s of varying size. 

The NDA's, again an educated guess, perhaps 200 or 


360 studies in the NDA‘s. 


*s* © 


Q We were talking about what sort of guidelines would 
be looked at in determining whether any particular study 
would be adequate ox well controlied? 

A As <ar as a well controlled study, we would expect 
to see the use of a contzol. This might be a placebo, it 


might be an active drug other than the drug under consideration, 
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or we would prefer to sec a study of double-blind construction. 


This might not be practical at all in cercain instances and 
single blinds might be acceptable and even open studies or 
studies with historical controls might be acceptable in other 
situations. : 

Q Would you explain what historical controls are? 

A A nistorical control would be a utilization of the 
patient as his own control if there were extended base-line 
pericds where we could determine what the patient's general 
condition waz or now frequently his symptom complex or 
symptoms of his disease might occur, using this as a base-line 
we could then start him on a given drug and then determine 
how his condition on the drug differed from his base~Line 
on no Grug. This could be the historical control or the 
historical period. 

Q Dr. Lisook, if you were dez).ing with the situation 
where measurements of effectiveness of a particular preduct 
were based entirely on subjective rather than objective 


parameters, would you require or do you think more controls 


are needed? ae 


A In the situation where you would have objective 
findings, obviously fewer controls would be needed. 2s an 
example, let*s take a diuretic. Here we can measure a man's 
urinary output, weight loss, et cetera, very closely and not 


too much in the way of control would be necessary. 


28 
In subjective findings, such as testing psychiatric 
complaints, heze we would certainly want more controls. In 
fact in a situation like this, it would be difficult to do vith 
any other active control and would probably require a place 
control. , 
: ’ ss * 

Q You have stated that in February of 1967 you had 

changed your duties with the Food and Drug Administration. 
Could you please mention arin what duties you under- 
took from February of 1967 to the present? 

A let me qualify that a little, There was one such 
duty I had performed in the spring of 1966 while I was 
reviewing IND’s and NDAs. But I took this type duty on full 
time in early 1967. Data is submitted to the’ Food and Durg 
Aaministration by the sponsor who obtains this material 


from the clinical investigator. Ordinarily the clinical 


investigator does not deal with the Food and Drug 


Administration but deals with them only through the sponsor, 
which is usually a drug company. 
We have reason to believe that some of these 


investigators or some of the materials we obtained do not 
represent the actual state of affairs which occurred. 
Furthermore = well, in instances like this, 
certainly, we would like to document that this work was 
performed and the xesults obtained were valid. This is one 


situation in which a representative of the FDA, in this case 
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myself, would go to the investigator and try ns eetermine whether 
this was the fact, whether adequate, valid information was 
submitted. iF | : 
There would be vaxious other reasons why we might do 
> : ° 
so such as a large volume of work. If a man has tested a 


great many drugs, even if we have no reason to believe that 


the information is not valid, we would certainly want to 


check into it to see or to assure ourselves that this was the 


case, that the information was indeed valid. 

J£ a man is reported to us by a aruz company, that 
they feel his work was not valid, we would certainly want to 
look intgq this. “re he had done an important piece of work, 
eeent 3$£ the volume was not great, we would want to look into 
that ees piece of work. . | 

’ ¥£ his results were not Beever with results 
obtained by other investigators testing the same drug, Ww 
would have some cause to perhaps believe that his work was not 


done as advertised aay we would want to look into Ar : 


 binieal 


eliniteet—investigations are conducted. 


Q Depending upon what you find, what- sort of action do 


Basically it is my job to look into the way these 


you take? 
A Under regulations there is one basic action that — 
can be taken. This is that the clinician can be determined by 


the commissioner to be found to be ineligible to receive 
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investigational drugs. ‘The mechanics are a little more com 
plicated than that in that the man is first offered the opportunity 
to an informal conference in the Bureau of Medicine where he 


may present his evidence that he was not at fault. This may 


be either in person or in writing. If the Bureau of Medicine 
feels this presentation is not adequate and does not answer 
our questions, then he has the opportunity for a hearing 


before the commissioner of che Food and Drug Administration. 
= * * 


Q Suppose it is the Administration's decision not to 
take this action against the investigator, delisting rasa 
ean the varticular An which you are investigating be 
recommerdec to be considered scientifically invalid? 


A Yes. 


zs * & 


fs Dr. Lisook, what were some of the situatioas which 
lea - you to do this inv stigation? 

A The primary circumstances which led us to do this 
investigation were not necessarily in order of importance, 
but the number of patients seen by Dr. Blia with Meniere's 
Syndromover the course of time, Dr. Elia said, from the 
materials which I had reviewed, I found that Dr. Elia had seen 


at one time or another and reported to the Food and Drug 


Administration 173 patients with a diagnosis of Meniere's 


disease, 
Q Where did you get thie 173-patients? | 


A TI looked through the NDA for Sere, noting all patient 
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numbers submitted by Dr. Elia. I made a tabulation of these 
mumbars and SESE putting them in chronological order and 
eliminating auplicates, I counted the different patient numbers 
which represented different patients. My total was 173. 

We felt thet this was an exceptionally large numer of 
patients with Meniere's disease to be found in a city of tke 
size of Reno, which I believe had a population of somewhere 


a-ound 50,000. 


Q What led you to the conclusion that 173 diagnosed 


Meniere's patients in « city the size of Reno presented an 


unusual situation? 

A It is my understanding from talking to other personnel 
in the Bureau of Medicine that companies such as Unimed pro- 
fessed they were having difficulty getting controiled studies 
Gone because of the scarcity of patients with severe Meniere's 
disease. anew had difficulty getting a sufficient nunber of 
patients in metropolitan centers such as New York, Philadelphia, 
Chicago, and it seemed scranse that there should be such a 
concentration of patients with Meniere's disease jn a smal2 
coun such as Reno. 

: Another reason which we looked into the work of Dr. 
Elia was because of his excellent results on this 19-patient 3 
double-blind study. : 


Q What was unusual about his excellent results in your 


opinion? 
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A mince results contrasted meckeatyits the results 
obtained by other individual investigators WHO had difficulty 
first in obtaining a suitable patient population, that is, a 
popakecton with a significant number of individusls having 
high freauency severe episodes of vertigo. Dr. Elia seemed to 
have no difficulty in this regard. His results which were 


reported were routinely excellent, and this was somewhat at 


odds with the results reported by other investigators who did 


not find such clear-cut excellent results. 
- * * 


Q As a result of your revicw, do yor have an spinion 
Bnkanetnantor not Dr. Elia's study was an adequate anc well- 
controlled study to support the efficacy of Sere in the 
treatment of high frequency vertigo in Meniere's? 

“A Yes, I do. 2. 


Q What wes that opinion? 


. . 


A My opinion was the study as SEAS analyzed was not 
an adequate and well-controlled study to support the 
efficacy of Serc in severe incapacitating vertigo. 

Q- what vere the reasons for that conclusion? 

A. he reasons were that there was concomitant therapy 
with antihistaminic drugs and with other drugs, that there 
was reason to believe that the study was not double-blind, 
and that at least some of the patients, subjects of the 
study, did not indeed have the frequency or severity of 


vertigo as claimed in the reports to the company. 
zs * * 
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DR. MARILYN SMELZER 
was called as a witness on behalf of the Food and Drug 
Administration and, having been first duly core was examined 
and testified as follows: 


DIRECT EXAMINATION 
es 2 


Q What is your education and background, please? 


A I have a B.A. degree from the University of Buffalo; 


an M.D. degree from the University of Rochester, Rochester, 
New York: ASighins EES I wats 2 year in a pathology 
fellowship at Los Angeles Children's Hospital, and at the same 
time I had an appointment in pathology at -the University of 
Southern California. 

The following year, which would have been 1952, I 
returned to the University of Rochester Strong Memorial 
Hospital where I had an internship and residency in pediatrics. 

The year after that I had a seen in pediatrics, 
the duties of which entailed being in charge of the outpatient 
department of the pediatric service of Strong Memorial Hospital. 


. 


Following that I had two years of fellowship in 


allergy at the University of Rochester and a year of practice 


in allergy in Rochester. : 

In 1957, the year after my year of practice in 
Rochester, .I went to the University of colorado as an instructor 
in pediatrics in charge of the allergy service, and in addi- 


tion to those duties I also was in charge of a post-graduate 
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training program which entailed training Board certified 
pediatricians for qualification for Allergy Boards. This was 
@ two-year program under my supervision. 

Two years later I became an Assistant Professor at the 
University Of Colorado with the same duties. I remained in 
this position until 1962 when I went to Buffalo, New York and 
went into private practice of allergy. I stayed there 2: 
1966 when I came to the Food and Drug Administration. 


Q Are you a member of any medical societies? 


A Yos, I amt The American Avadeury af heresy; 

Q Is there any special requirement to becoming a 
member of that Society? 

A Yes. You mst be certified in allergy and of good 
character .and good qualifications in general, medically speak- 


ing. 


O° What is the date that you first hecame employed 


by the Food and Drug Administration? 


A - December 1, 1966. 


* * # 


-Q What are your duties as a medical officer in the 
office of marketed drugs? 

A My duties are to review and evaluate all material 
submitted to any NDA's of drugs to which I have been assigned. 
On the basis of these reviews and avalutions, I am expected 


to dxxaw conclusions and make recommer dations. 
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Q In the course of your two and a half years with 
the Food and Drug Administration, how many clinical studies 
would you estimate that you had reviewed? : 


A I would say approximately 50 


* * * 


DR. DAVID LIDD 


was recalied. and, having boen previously svorn, was examined 


and testified as follows: 


DR. DAVID LIDD - CROSS by ht 
Q Why in any event doen't you look at what the patients 


had and chother she deug is effective? Way do you concora 

yourse2f with petients in the group that nad another disease? 
4 SESS you are trying to wake Anferences to enotzer 

group So that vhen the drug is approved the label Will bso 


appl iecable to ail pecple who have the disease. 


*s * * 


.Q Now, Doctor, you incicated tat —oieacasotenan 
in which the patient is selected during she first veriod, the 
giving of placebo, is random, but then later as alterzated 
would se a defect in the study. : : Ses 

A & dofect, the magnitude of which fT can not comment 
upon, not knowirg what the biological haif late of whet the 
drug is, as roquired <¢ during the duration of a treatment period, 

Q I wish you would explain that 3a 1attie further. 

| Let me illustrate this. In the two-weok crossover 
period, drug followed by placebo, if the drug has a2 prolonged 


biological action so if you give one tablet the effect lasts 
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three or four days, the last pill given will then last three 
to five days during the placetio period. If you have drug 
following placebo in every sequence, you 2re not cette to be 
able to take this into consideration, If we knew what the 
biologic half life, how long does the drug stay in the organisn, 
then I would withdraw my objection to the semi-randomization 


which I would consider a defect. 


zs * 8 


re and also, wouldn't you be in a situation where you 
might hava to give concommitant medication? 


A .fhis is a problem. Realizing that not all concom- 


mitant medication is invalid. Concommnitant medication may 


influonce the system that one is studying. 

Q Well, Doctor, on that subject, on line 16 and 17, 
you state that one would have to randomize the concommitant 
medication. } 

3 A This would be at the onset -- 
Q How do you randomize concommitant medication? 
A After the study is in process you can't, only at 


the outset. 


5 a Now I am going to ask you about some comments you 
made with respect to Dr. ,Rubin’s study, page 116. 

Now, Doctor, you state, in the last few lines of that 
page, that nystagmography was a brand new. approach to the 


subject and was of interest but the data at hand was too 
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preliminary in terms of number of patients. | And also, one 


hadn't established a 1-for-1 relationship. | 

What do you mean by a “l-for-1 relationship"? 

1% . With respect to this test? : 

Q Yes. 

A Naxely, did a change in the patient's status 
Clinically, with respect to vertigo, always coincide with a 
change in the evaluation of nystagmography. 

ener 1 nee -- Would you require this before you could use nvstaa— 
mography? : 

R In the presence of only =icqht subjects, = woulé, yes 

If it was a larger study, and if this study, this 
technique was ‘replicated by other investigators, I would et 


necessarily ask for 1-for-l, possibly 99 out of a hundred. 


DR. DAVID LIDD — REDIRECT pa sts 7 ae 
MR. CUTLER: This will be identified as G-6. <t is 


a 4-pzge Xerox copy from a manual just described by Dr. Lidd 
which 4s entitled "Bureau of Medicine Manual ," then on the next 
line it says "220-1," and then goes on for four pages. © 


Q Is this the Manu2i? 

A = These. are pages from the Manual. these are covies 
of the pages of the Manual. : 

Q And in there is there any reference to guidelines 
coacarnizng rarndémization, homogeneity or double blindness? 


A On page 250.2, designated as Substantial Evidence of 


Effectiveness, “here axe two subdivisions on that page: One 
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is marked Background, two, Evaluation. Under Evaluation 2(a} 
wa have the e¢-czyory Statistical Design. 
May I sead thea following pezagraph which is om Arceeioiics 
with the experimental design? 
BXAMCNER BRENNAN : Yes. 
. THE WITNESS: "It general, the evaluation of the 
adequacy of the efficacy data will include considerations of 
‘the statistical desien of the studies including comparability 
of group studied, randomization, single or double-blind char- 


acter of the study, and a statistical analysis of the differencs: 


obtained between groups." 


BY MR. CUTLER: 
Q@ _ Would you read Paragraph B, please, on that page? 
A "Bi: Measuring drug effect. 

"In the evaluation of drugs in which there are no 
objective mechods of measuring the drug effect, and in cases 
of which emotional or other factors may influence the inter- 
‘pretation of drug effect, it % in general essential that well 
designed double blind studies be employed, comparing the 
effect of the test drug against placebo, and possibly against 
the positive control. In some situations it may be essential 


trem <hc moral standpoint to employ positive control * « +s 
s *¢ 8 : 
885 * * * Now, Dr. Lidd, with rafcronce to that statcmont I ask you, 


Cocos that statement mean that that approach alono vould, in 


fact, constituto an adequate, well controlled study in your 
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opinion to domonstr2te tho officacy of the drug Serc? 


A Ho, I think if read by itsolf and taken out of Come 
| 
ueoxt, I think it is susceptible to distcrtion. I refer you 


“so the Zour sentences of this msmorandum which States, as an 
aside it would be menning?tl to call to Ur. Land's attention 
shat an adequate clinical trial needs to be coxrtrolied, 


To me this means if you do have 3 longitudinal study, one 


useds to have proper controls built into it before ore can have 


any valid comments or the efficacy. 

Q What sort of controis? 

& ZZ thore was one group being studied there would 
ave to be 2 doubie blind fashion periods of placebo challenge, 
o> the Icrgltudinal study could be controlled by having 2 
comparable group receive placebo and the othor group receive 
Serc.. These are two of the approaches. I am sure there are 
other approaches to 2 longitudinal study. 

“* 8 
- DR. ELIAS CHACALOS 
was colled as a witness and after having bess duiv sworn was 
exemined and testified as follows: I 


DIRECT EXAUINATION 
se 8 


Q . Would you state your educational back.rcund and 


plez:< provide dates? 


4 I got a B.S. degree ix Mathematics from the University 


of Michigan in 1946. i received an M.D., ' : from the 
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University of Géttingen in Germany in the yeer 1554. Ten T 
was 2 rotate intern at Danbury Hospital, Connecricut, in 1955. 
And from 1956 to 1958 was a Medical Fellow at the University 
of Minnesota, School of Medicine, in the Pield of Physiology, 
and then from 1959 to 1965, I was a Research Associate and 
instructor in the Separtment of Physiology at the University 
of Louisville, School of Medicine, Louisvilie, Kentucky. 
And since 1965, I came to the FDA as a physioiogist-phazatces: 
and then eventually became 2 Medical Officers which I am now 
for ths FPA. | 

Q During the course of your four years with the Food 
and Drag Administration, were you always employed in the 
capacicy as a physiologist - pharmacoicgist in the review of 
data submitted to prove the pharmacologic effect of :irugs? 

A ‘About half the time as pharmacolegist-phyciologist, 


and half the time as a Medical Officer. 
s ¢ @ 


Doctor, are you licensed to practice medicine? 
Iam. In the State of Indiana. 
Bave you published any articles? 


and, 


the Journal of Physiology-Londor. 


Yow many articles have you published? 


Q 

A 

Q 

A Yes,. I have. In the American Journal of Physiolosy, 
. in 

Q 

A 


- ive all told, including one abstract. 
ss ¢ 


Q What wes the nature of the subject matter that you 


published? 


Pa) 


41 
A Mostly in cardiovascular physiology concerned with 
studies concerned with the effect fof carciovascular agents 


upon the blood volumes and upon the small vessels. 


i Q@ Your present duties with the FDA, would you briefly 


describe those? : <3 


A My present duties with the FDA is to evaluate rerorts 


and supplements of drugs already on the market, as to safety 


and efficacy. 
In what documents would these ouaree be contained? 
. In the NDA Supplements or Reports. | 
Are you £ familar with the term | om?" 


os you ever nad + the eeercontey to Necoies an IND? 
; Yes, I have. As @ physiologist-pharmacologist my 
nat mary. duties were principally with IND's, evaluating anime: 
data and trying to reach a judgment as to safety of the eo 


nent drug. 


es * 8 


we. 


Q “Could you describe the nature of the data included 
in an NDA? : 

A These are usually original data carricd out by the 
auapioes << firm or reprints published in the literature. 


These are usualy studies on humans or on aninals trying to 
establish some ‘point or another, peontarty the action 
of a drug, its pharmacal dynamics, the safety, efficacy, and 


things of that nature. 
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Q And in the IND, Doctox? 
A The IND's I examined were primarily Gonceracd with 
animal data. I was primarily concerned with SreRe ENG the 
animal studies concerned with efficacy and safety of the 


individual drugs. 


Q And approximately -how many of these original investi- 


-gaticns have you had an opportunity to review? 


A I imagine about 200 ali told. 


- * ® 


EXAMINER BRENNAN: Doctor, could you describe to us 
and for the record what you mean when you use the word “investi- 


¢ 
gation" in relation to what is found in new drug applications 


< 
or INS's? 

TEE WITNESS: I mean the scientific study carried 
out to establish some point or another. And usvally I expect 
these studies in order to be valid, have to have certain charac-, 
teristics. For example, I expect them to be well controlled. 
I expect, for example, the medication to be randomized so that 
a particular group of patients that would tend to get better 
wouldn't receive the drug while those who would tend to get 
worse would receive a placebo. As a second point and thira 
pointy Tt CSE the patient or the individual -- the patient 
population to be fairly uniform and to have that pondieson 


or symptom for which the drug will be given. And then a 


fourth point which has to be stressed is an objective evalua- 
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tion of the data. And an objective collection of data. This 


is usually accomplished by some sort of a double blind technique 
whereby neither investigator nor patient knows what he is 
setting, whether he is getting a placebo or positive control, 
or the drug. And then the fifth point If usually try to find is 
a statistical evaluation showing that the results arrived at 

are statistically significant. And usuaity we | shift this to 


our Statistical Studies Brench or we hope the investigators 


will submit these studies to the Statistical Studies. Often 
they do not. Sometimes we do some ourselves. and these are 


the essential criteria for what ~ consider: good studies. 


ee 8 

Q Doctor Chacalos, are you 2 recognized clinical 
expert in Meniere's Disease and Meniere's Syndrome? 

A What do you mean by recognized peeane 

Q Well, would you cesar yourself as an expert in 
Meniere's Syndrome or Meniere' s Disease? : 

A The thing with Meniere's Syndrome is so little is 
known the average student can learn all there is to kaow about 
it in half a day. 

Q Do you regard yourself as an expert in that disease 
then, or syndrome? man 


If you mean as an otolaryngologist, no, but I think I 
mmow quite a bit ebout it. 


Q I am just asking you if you regard yoursels as an 


expert. 
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A Well, if you mean by expert an otolaryngologist, as 
a board-qualified otolaryngologist I am not, but if you 4s 
from what I know about Meniere's Disease, I can evaluate studies 
about it, I am. 

Q All right. 

Now, I take it -- would you feel qualified to treat 

a patient.who had mantereve Syndrome or Meniere's Disease? 

A I think so. 

Q And i£ someone who had this condition came to you 
you. would feel qualified to treat them? 

A Yes. 


Q ave you ever conducted any clinical tests relating 


to the treatment of Meniere's Syndrome or Meniere's Disease? 


A No. 
Q Have you ever treated a patient with Meniere's 
Syndrome or Meniere's Disease? 


A No. 


EXAMINER BRENNAN: Doctor, are you Board-certified 
in any specialty? 

HE WITNESS: I am not. 

EXAMINER BRENNAN: Are you Board-qualified in any 
specialty? | : 
‘THE WITNESS: ‘No. My specialty is actually 
paysiology in the basic medical sciences. 


EXAMINER BRENNAN: * * * Would you describe for us 
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the symptoms of Meniere's syndrome? 

THE WITNESS: Meniere's syndrome has a triad of 
tinnitus, perception deafness and vertigo usually associated 
with nausea and coming. This is the classical triad. 

EXAMINER BRENNAN: Are all these symptons present at 
the same time in your experience or knowledge? 

THE WITNESS: Well, according to the 2vidence 
and according to the experts it is possible to eeeaN 
a Meniere's syndrome all.three symptons should be present. 
But according to McNally and Stuart, who is chairman of 
the Department of Otolaryngology, McGill University in, 
“Montreal, according to these experts, one or two of the 
Symptons may be absent. } : 

But then they call it atypical Meniere’ s syndrome. 
Now, according to DeWeese . and Saunders, also 


departmental chairmen in this country, the diagnosis should 
never be made unless all three symptoms are present. But some 
do anyway. 

So the point to be made here is that it is not a 
elcar-cut disease. Maybe if you will allow me I would lixe tc 
read a section from McNaliy and Stuart to show you the 
aifficulty in diagnosis. Would that be pormissible? 

EXAMINER BRENNAN: That might be of valve in the 


transcript, Doctor. 


THE WITNESS: This is "Diseases of the Nose, Threat, 
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and Ear," edited by Jackson and Jackson, and there are 61 
contributors in here. Among these is McNally and Stuart. 
And Iwill now read what McNally and Stuart say about the 
diagnosis of a Meniere's syndrome. 

MR. LAND: What page is that? 

THE WITNESS: Page 482. And it is the second 
edition. 

“Even though a history of sudden attacks of 
-dizziness associated with deafness and tinnitus suggested 
Meniere's syndrome the diagnosis should never be made until 
thorough general physical examination has excluded organic 
disease of <e central nervous and cardio-vascular systems. 

“It must be kept in mind that even after the labe2i 
‘SMeniere's syndrome’ has been attached to a case, diagnosis is 
still incompiete because knowledge of the pathslogic process 


or processes is inadequate. Additional symptoms and signs may 


later deveiop to change the picture. 


* *¢ & 


EXAMINER BRENNAN: Doctor, did you testify that 
you have evaluated this study? 

THE WITNESS: I have. I did. 

EXAMINER BRENNAN: The objection is overruled. Yov 
may responcé to your counsel's qunation. 

WUE WITNESS: This study was not adequate or vell- 


controlle@ for several reasons. One, there were no crossover 


or pecraliel controls, placebo controis, and th se are necessary 
to rule ont the possibility of spontaneous zemissions occurrind 
or ths psycshe-genetic effect of the tabiet.. : 

| Number two, no @ouble-blind techniques were used 
to eliminate bias either in the investigator on in the 
investigated subjects. Number three, Martin clains to have 
filed a.criteria for Meniere's syndrome give: : y Kunkle in 
his "Textbook of Medicine” which I quoted Batore It seems 


unlikely this was really done. 


* & * 
Q Doctor, you mentioned before that the term 
“psycho-genetic response.” What do you mean by that term? 
eo I mean that in subjective symptoms, if a patient 


starts to take in their. drug aplacebe, very often he will feel 


better, whale tne drug -~ without the placebo having any real 


psycho-dynamic effect. and this is due to his belief that 


the drug will help him. 


This is the reason placebos were Rmerodaced in the 
first place, to eliminate the psycho-gentic component: of any 
@rug action. : 

Q Doctor, you also mentioned that 21 of 34 pattencs 


had concurxent therapy? 


aA That is right. 
Q Why is that important, if at ali; in your opinion? 
A Because one cannot distinguish what is the effect 


of the drug being tested or the effect of the other drugs being 
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given at the same time. -Or whether there is a synergystic 
effect. And the question posed here is whether Sere affects 
vertiginous episodes or not and not other drugs. 

Q ' Concurrent diseases were also a consideration. You 
mentioned that 14 of 34 of these ~- 14 of 34 patients had 
concurrent diseases, Why is that important, if it is? 

A | Well, the vertigo might have been due to these 
concurrent disexses, lie, for example, myocardiac inferction 
with low blood pressure can also cause vertigo at times or 
infection of the ear canal might also. So we couldn‘t know 
whether the vertigo is due to Meniere's syndrome or some other 
disease. 


ze ee _ And moreover it might ka the case that the disease 


‘might affect vertigo due to Meniere's syndrome. We don't know. 


“2 8 
932 9-- , shat is that, Doctor? 
A his is the etudy by Dr. Godlowski. 
Did you have an occasion to review that? 
I did. 5 
| Would. you briefly describe it? 
, According to the tabulation, 15 patients said to nave 
Menicre's disease received Sere for varicuvs periods ranging 


from 1 to 46 months. According to the subjective results, 


collectec retrospectively over a period of months, 11 out of 


15 showed complete remission of symptoms. It is interesting 
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to note that 11 out of 15 patients received other medication 
ce:.currently, and 14 out of 15 during the pre-trial base ling 
period. : 

Some patients also had other diseases. Now, our objectit¢a 
to this study, which made the study unacceptable as evidence 
in our minés, was the fact that there were 0 placebo controls. 
either crossover or parallel. The patient received concurrent 
therapy. And that no double-blind techniques were used. And 


we have no way of determining how the diagnosis was establiszec. 


zs * * ! 
EXAMINER BRENNAN: Doctor, were those vacws that you 


i 
; - 


tust testified to your own? 

THE WITNESS: Wo, thes? are the general views. of the 
FDA, ané I believe the scientific som | 

EXAMINER BRENNAN: Well, in relation to your zeview, 
you said yor reviewed this particular study? 

THE WITNESS: Yes. : 

EXAMINER BRENNAN: And you have testified that there 
were certain situations involved in this study that you 


considered to be weaknesses? 


THE WITNESS: Yes. 


EXAMINER BRENNAN: Are these opinions your own, 


Doctor, based on your evaluation of this study, that this 
stu@y does not contain these particular items that you have 


itemized? 
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THE WITNESS: ‘These are my opinions, but these are 


opinions that are endorsed by others. 


x * * 


EXAMINER BRENNAN: Doctor, wovid you teil us again, 
please, what conclusions, if any, you reached as a resui~ of 
your evaluation of this study? 

THE WITNESS: That the study was uncontrolled, and 
the data was not collected objectively. The base line 
diagnosis was not established. And from a scientific point 
of view, we cannot -- it cannot be shown that this constitutes 


evidence as to the efficacy of Sere in treating vertiginous 


episodes. 
zs * * 


EXAMINER BRENNAN: Doctor, woulé you define those 

terms as you understand them? “Acceptable scientific study." 
7 THE WITNESS: These I described at the cutset by 

outlining five criteria in what = would consider an acceptabdie 
Study and these consisted of, one, a uniform patient 
population having the disease or Symptom to be treated. 
randcaization of a patient receiving drug or placebo. Three, 
the studies must be controlled, preferably in this case with 
placebo controls. 

Number four, the data mist be collected und 
‘evaluated objectively. This usually involves the double-blins 


technique. And, five, some statistical evaluation as to 


statistical significance of the results would be requirec. 
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These are the five basic criteria of a well-controlled 


ou, 


scientifically valid study. 


=x * * 
What does the texm longitudinal study mean to y 


Q 


if anything, Dector? 
That m2zans che patient received 


azuc for a 


A ens iz 
| 

specified pericd of time and no placebo controis were present. 

Doctor, would the absence of a placebo control -- 


Q 
assuming ao placebo wes employed, what effect wouid th 


have erecx the study? 
I would reject it as scientifi evidence because 


A 
without placebo control we cannot rule out the spontaneous 


remission of vertigo which occurs in this Gisease, and two, 


we cannot rule out the wychogenetic effect of an inert tablet. 
zs + * 
BY MR. PFEIETER: 
Q Doctor, is there any iadication from the data that 
these patients were instructed to kesp 4 tary? 
We have no information indica ating that the; 
he incidents or 


A No. 
were instructed to keep a diary, or =ecoré th 


severity of vertico. 
Q. Would that be important, Dector? 

A I should think so, beceuse some of these patients 
were on the drug for several months, => to 26 months, and 
Dr. Bertrand may have seen them only after meersca of 


several months, and it is difficult to believe that a pa 


$2 
soars recali wee bad his symptoms were over such an extensive 
parton without. recording them. 

Q i Doctor, is there any indiceticn from shelgnee as to 
how a patient would evaluate the ‘sev zrivy of an evisode? 

A The only thing we know about this is that Bertrand 
marked them as marked, moderate, or ahseace of symptoxs. 
Whether he elicited this information from the patients and 
@ecided whethex they were marked or modexate, or asked the ; 
patients wrother they ware marked or moderate, we have ao 
way of knowing. We don't knew what precteery marked ox moderate | 
means, or when moderate becomes marked or not. 

-Q Dector, would you consider -=- strike thet. 
Doctor, in your opinion is the Group IV study an 
adequate and well-controlled clinical investigation to shew 
the efficacy of Sere in the treatment of high frequency vertigo 


~ 


associated with } Meniere's Syndrome? 
ss & 


THE WITNESS: In my judgment, the study is grossly 
inadequate to demonstrate the efficacy of Sere in the 


treatment of vertigo in Meniere's Syndrome. 


Q Dr. Chacalos, with respect to Group II what wa 


the duration of that siudy? 


A Two months ~- no, this was a two-month crossover 


study, one month on Serc and one month on placebo as far as 


I could ascertain from a table. It wasn't stated explicitly 


in ene submission I had. 
Q What significance, if any, is the two-month duratica 


of that study? 
A in my judgment, this is much too short for a dis@as¢ 


where seizures may occur at intervals of weeks to months, and 


whese spontercous remissions cen occur that ao three VEIL. 


: 


- Q Doctor, with respect te Group IX, was Dr. Tastee ecle 
to establish any statistical correlction | betes calorically 
induced nystagmus and rotationally induced nystagmus in the 
application? : 

A He states hs did not. 


Q with respect to Group II, the seme cvestion. 


A Re makes the same statemen: with vegard to Group 


All right. Doctor. Please turn to pace -- 


Also Group IIT. 
Pardon me? 
And also for Group iI. | 
Q Please turn to pace 148. hat is pee ce 38 of the 


manuscript. Would you go Gown the page mei, zou come to Iten 
No. 7. Would you read item No. 7, please. ; 
a There seems to be definite correlation between the 
subtective scsults of the various symptoms as | compared to the 
objective results obtained both for vestibular and cochlear 


portions of the vestibular apparatus. 
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eee 


f° save you analyzed the 


Dr. Bertrand has submitted? 


A Yes... 


Q .. Does tha datz bear out the conclusion stated on pecs 


38 of the manuscript? 


“A I can't say thet it dons. 


Q Would you picese explain? 
A Well, he said that for Groups I, II and IIZ there was 
no statistical correlation between Serc and any objective 


findings. But at the same tims he claims that there was 


ective improvement of vertigo in Group <i and Group ifI 


‘There is an improvement of seven out of ten in 

and an improvement of 40 ovt of 5§ in Group II 
patients, an improvement of 5¢ percent or more, while at the 
sare time no statistical differences in caloric and rotation 
responses were ascertained according to the author. 

Moreover, in Group IV patients where there is én 

nerease first and then a decrease in vestibular resvonses 

he states; quote, “Many of these patients, however, still 
have a marked subjective improvement, evan thouch there is a 
de-rease & the objective vestibular response.” unquote. 

On page 31. This worid seem to me to mean there was 
no consistent or persistent correlation. Then he goes on to say” 


quote, “No correlation has just bsen made as far as Group IV 


is concerneé. This is not only because of the relatively small 
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number of patients in this group, 26, but also because many of 


them have beer under treatment for less than a year," unquote. 


This is on page 31 and 32. Now, the other patients 


were under the drug even for lessar periods. Two months, a 


month, or a wsek. And the average duration of treatment of 


Group IV patients was 11.3 months. So this to me is rather 


inconsistent. - 
* * * ' 

Q Doctor, will you turn to page 31 of che manuscript 
again? Page i141? Read the first complete sentence. 

a One of the puzzling aspects is the fact that some of 
the patients had an increase of response for periogs of two, 
four, six, and Gight months ard gradually, usually after eight 
months or ten months of @rug administration, there appears a 


diminution of vetibuiar response, especially the rotational 


stimulation. 


Q Wouid you read the next sentence tco, please? 


A Many of these patients, however, also have a 
marked subjective improvement even though there is a decrease 
of the objective vestibular response. : 

Q° Is there any explanation given for the phenomene 
noted in these two sentences? 

A No. It is difficult to understend, it as he claims 
‘there is a correlation. 

. EXAMINER BRENNAN: What is meant by Dr. ee 


do you know, from your evaluation of the data, Doctor--how do 


56 


“you interpret the phrise “objective vestibular sesponse?" 


THE WITNESS: Well, the way I understood it to mean, 


it was a change in the nystagmus measurements as a response to 
Sere administration. Tix is what I understcod. But he didn't 


clearly define it. 
s- * * 


Q Doctor, while doing that could you expiain how you 
arrived at these figures and explain their significance? 

A Yes. All right. This is during the first month. 
I took the 13 patients that received placebo and used them as 
parallel controls, and hen the 13 patients that received Serc 
as the experimental group. This way we have an idea wnat was 
gcing on during the first month. 

I used ail the values that Dr. teach hea on his- 


table here. 
ese 8 


THE WITNESS : fhe initial values for the Serc Esan 
were 2.3 majors per month, ard for the minor, 4.2 per month. 
After 2 month of Serc, the initial values fall from 2.3 to 0.5, 
and theminors fell from 4.2 to 3.9. 

EXAMINER BRENNAN: What are those figures, Doctor? 
The frequency of the occurence? 

THE WITNESS: That is correct. 

EXAMINER BRENNAN: All right, sir. 

THE WITNESS: These are the averages. 


placebo 
The group that received Sere had on the average 
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initiaily four major seizures per month. After receiving 


placets for 2 month, the incidence fell to C.ib nzjer seizuras 


per month. And sor minors, the initial incideace was 3.4 
seizuzes 2ex month, and after receiving zlecshe fer a month, ch: 


inciéance was 7.9. 


So you see, it seams co m2 tnuat there os icone 


acebo effect or a spontaneous rumissicn goia: 
the xcjors Fell while the patient was assheea Sere 
they =: -. receiving placebs in the first sont. vhe 
diffe: .::s in the incidence oi minor seizures: are 


) 
of lic... sonsequence in my opinion.) 


sn, 


Now, what happened in che second month? 
the parallel control <echnique xather than che 
other words, during the second month, the aon were 
reverse. The 13 that began on vlaccho began on Sere, and the 
13 that. s-gan on Serc began on placstc. 30 again we have 
a parallel contre:, 13 patients recéivins Serc, i3 patients 
receiving placebo. : 

and the incidence, initial incidence of najor 
seizure were 0.4 and 0.6. The minors fell fae 7.9 to 3.4 
while on Sere with placebo, the majors rose, from 0.5 to i.S. 
And there was ne major change in the ineiéence of minor ssizu 
while on Btacesod : ; : 


> ie So you see, we could do -- if ws chose to ignore 


‘this data, we could say that Sere seems to suppress an 


increase in -- suppresses spontaneous increase in major 
seizures. But if we ignore this data, we know there is no 
both Serc and placebo had an effect. So these two resul 
are a* variance with one snot! +r. 

‘So what I Gid, I took both values, 
incongrucus valves ~-- T shoulcntt say incongruc.:. 
shoulé ss; inconsistent 
what the total result would be, the overal 

‘So the overali zffect, averaging everything cut. 
all the data, indicates that while on Sec, the incidence 
seizures fel2 from 1.35 tc 0.55. 

‘EXAMINER BRENNAN: Doctor, covlig yo 
fellows at tais table could see. Wonlé you start again now? 


‘THE WITNESS: The overall resuits indicate that wrile 


the patients were on Serc, the incidence of major 


fell from-1.35 to 0.55, and while on placebo, the 

incidence was 2.25, and it fall to 1.0 while on dlacsb>. 
The minors fell from $5.05 to 3.65 "shils cn Serc. 

and there was no significant difference wnile on vlacebo. 


In other words, the olacebeo has just 


zs * & 


@HE: WITNESS: [In other words, the.cffects of pi 
and Sere aire comparable in sffect with regara so the incicance 
of vertiyo. 

This conclusion is based on 


all the date submitted by Ds. Leach and 


accurste, which we do not. 
EXAMINER BRENN: 
moctaiT 
THE WITNESS: i say here 
by Dr. Leach, not just two-t 


*x* * * 


THE WITNESS: Averaging ont the results of his 


data in@€icates that Sere is no more effective than the 


Dlacebo in recucing the incidence of majoz seizures, 
consequently Serc dcesn't have any Soca 


the placebo effect. 


DR. ELIAS CHICALOS — CROSS achat 
Q the course of the vertigo. 


A” Oh, ZT see. I misunserstocd. | 

The course is unpredictable. Seizures can come at 
unpredictable times, lest for a few hours, aisappear, and 
come again say after a few days or few weeks or fow months. 
The course is quite unpredictzbie. 


Q Aren' t there some Meniere's patients wno have a 


defined course of the disease or condition? 


‘Clear-cut Meniere's Syndrome? 
Yes. 


That is not the accepted view as far! as F understand. 
When you say accepted view, accepted by whon? 

By che -- from my stuiv of the literataze. 

Well, what literature have you studied on tnais? 


Jackson Ane Jackson's Textbook on Ear, Nose, and 
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Throat wiseases, DeWeese end Saunders Textbook, ari Talir: ¢r 
and Balin er's. : / 
Q What editions of these, ao you knew? What editions 
of thesc ncoks as you cGesexibes thom? 
a Jackson's is tne second ecition, and -- I have it 
here. I don't recall which edicion it is. 
Phe second edition of DeWeese ané geese I don't 
recall the edition of Balinger. 


Q Is your knowledge of Meniere's based primarily on 


your reading of these bocks? 


A ‘Any my studies as 2 student and my instruction as 


a student ané my studies as a physiologist. And ft refrest.ed 
my memory before starting this application by consulting 
pertinent literature. 


Is that what you mean? 
se 


Q Doctor, getting beck now to verizigo, would a thiré 
episode of a metares patient be like tne first episode in 
i of severity and éuration? And may I define episode 
in terms of vertiginous episode? 

A Would the third be as bea as the first, did you say? , 

Q would a third be the same in severity and 8araticn? 4 

EXAMINER BRENNAN: As the first? 
BY MR. LAND: 


As the first? 


I think it would depend on the petient -- without 
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treatment and without any extraneous changes? 
S36 


A ~ think one could nei predict wnether it 


worse ox better. 


Q Wheat do you mean by “One can't pxedict?" 


A i ma-n vsually the accepted viewpoine is 

vertigo is aot treated it tenes to got weree. Bat 
clezr phat sometines there are spontaneous remissicns. 
coule ba either way, it some co me, get NOCS2 GX letter. 

Q But there is an accepted viewpoint! that if ene does 
not treat vertigo it may get worse? 

A This is -the omens of beWeese and Saundezs. 

Q There seems to be some conflict? 

A That is right, because -- simply because we Xnow 
teo little abcovt Meniere's syndrome and the course that it 
follows and we know too little about its atiolosy and too 
little about how to treat it and thet is why there is so much 


controversy and inconsistency in the literature concerning 


this disease. : 


ss * 


Q Well, f don't think you misunderstood the cuestion, 
gut let's explore this. Let me ask you agein wh-the: a vertigo 
attaca of the sane intensity mignt aiseble one Menizca‘'s 

atient but not 2 nother. | 


A Well, one patient -- well, if one : 


wend to compensate for it some way OF other, 
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=; 


aceustoxed to it, he micht not feel it as intenscis. 


=z *¢ *£ 
- Q Now, Doctor, how would you measure vertigo in 
a Meniere's patient? 
A You cannot measure it. You only can ask the ratient 
whether he experienced 3. 
eC Well, how wou.d vou go abort szccrtains 
weouid ask the patiant, do you ba.e attacks where 
to tern of move and you not? 
That is the wey aoe WOuLd ¢6 ix? 
A Somewhere slong those lines. 


And how would vow try to determine the 


Q 
the vertigo? 


A i would question the patient. This 
experience. You can't measure it Giractiy. 

Q Well, what kind of questions would you 
patient? 

A Well, how bad was it, how long did it 
you fall? How long did you have to remain in be 


@id it take before it subsidsd? 


s 3 & 


Q Whethar ail experts in diagnosing 3 
tae presence cf tinnitus in erder to make a 
Meniere's syndrome. ; 
A Well, ZI @icnit poll all experts, but there are 


experts that do require’ali three symptoms. 
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Q Which experts are these? 


- 
H 
~ 


A For example, DeWeese and Saunders, right here. 


will quote the pertinent section. 
“Bh final diagnosis of --" this is pose 454. 
diagnosis of labyrinthine hydrops | shouic not) be mace, 
until ail three symptoms are present.’ “pnd then he outlines 
the three symptoms here: one, attacks of early vertigo. 
Two, tinnitus, and three, perception hearing dose 
Q What is labyrinthine hydrovs? : 
a Monierc's syndrome. This is 


interchangeably for Mgniera's syndrome. 


anotier complicating factor in ve 
agaia to the fret that wa know so tittle the 2 synerome, is 
thee ure soms ethers xefuse to use ths : 
syndrome” when che nathology is known. 

For example, Bailince : He prefers te 
use the term "Meniere's disease.” ané Saunders, 


~ 


and also McNaliy and Stuart, use the term “Meniere's synézome* 


; % 
when she hyéreps is prosent. So you see there is a difference 


of opinion among the exports, end they don't agres with one 
another 
And this points again to the fact that we know 


too iittle about the disease. 


64 
Q Now, Doctor, doaosn't the author state that 2 person 
suffering from a typical attack gives a history of snd@tn 
spisodes of dizziness associated with tinnitus and dzefness: 


the three symotoms, however, may not occur simultanecusiv, one 
symptom preceding the others by months or years, in which case 
the term "atypical Meniere's syndrome” is frequently used? 


A What was your question, whether I am aware of this? 


‘ 


I an. 

Q Yes. And isn't this what is set ferth in this 
authority? 

A Yes. But this is taken -- I think you must covstrue 
this. Because atypical Meniexe's syndrome is not a ger..ne 
Meniere's syndrome. 

_ 

Meniere's syndrom:? 

A Yes. Would you allow me to quote what ths same 
author says on page 482? 

Q On where? 

A On page 482. 


..Even though a history of sudden attacks of @izsineasg 


associated with deafness or tinnitus suggested “Meniere's 


syndromo, the. diagnosis_should never. be mage sn=-+. thorough 


general physical examination hes excluded organic diseases of 
the central nervous system azd cardio-vascular system. 


Q Doctor, how does that ~- 


Wait a minute. 


ferthér. sarting "In 1949." In 1949, 35 cards were grouped 


| 
as atypical Moniex?'s syndrome and vere considered as 


ger iepad dieaosea syupcoms, bus it Zoanas 2 


that ot a single one of these developed signe = Meniere’s 


syndrene ai . hyérops, which szem 


‘what you 2 
zs * 8 : 
A Yes, cause. This is the patholegical substrate. 
But the cause of the pathologica: svostrate which 
responsible for the symptoms is not xnown. , 
at leas: four or five things imolicated. 
tention and over-hvdration. as 
patients were ptt on lew salt therapy. 
some other chap 
all wrong, no, it is nota 
any of that sort of thing, Giva tho vatient secassit 
So this is therapy too. Then some ocher chep cas 


said no, no, it is an allergy. So antihisteminics wv 
Then some cama ~- there were metabolic caus: 
involved, and then there is a circulatory cause also implicated. 
another person reported that psychological ané sociclogibe? 
factors play a part. From all this you cen see that the 


etiology of the pathological substrate in the disease is not 


clear-cut and has not been conelusivaly establishes 
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And I might cite a section from the book 
‘care to hear it about the’ causes. This fellow thinks 


maybe all these factors play a part. Do you want to hiar 


Q Fine. Go ahead, if you think it vill eleborate: 


the answer. 
* *¢ * 


THE WEENESS: This is the secor< 

of Otclaryngology," DoWeese and 
%&; ONG ac the University of Gregon and 
the other at The Ohic State University. 

and I am quoting from page 455. “Sailoiks and 
Caixzns, in 1938, first reported 
hyGrops. These changes have since been confirmed by 
others from post-mortem ezaminavion of temporal bones 
patients known to have labyrinthine hyeéreps. 
of gross distention of the endolymphatic system and conseqeda 
@eceaneration of. the neural end organ of both the labyrinth 
the cochlea. 

"The underlying cause is not yet known. It has 
been attributed to many things, including sodium retention, 
allergy, vascular spasm, abnormal production of encolynvh 
and toxicity. It is likely that each of these may plav a 
pert in production of the syndrome. 

". “gome recent experinental evidence indicates that 


the attacks of vertigo may be’ caused by the sudcen rupture of 
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smail vesicies which form in the walls of the endolymphatic 


system. I*£ this is proveé to be true, it 


explain the underlying cause of the vesicu war forme? 


his just goes to estabiish the fact th 


knowledge concexning the etiolody of Meniere's syndrorne 
maager; it is not totally effective -- efficier:. 


* * * } 


Q “Zil sight. 


Now, Doctor, in your opinicn, would a patient who 
has been on a drug for a period of 968 days nee Likely to be 
experiencing a psychogenic effect fren : ting che drug? 
A Entirely possib 
Would this be likely, <h 
I don'+ reaily know. 
Doctor, would it be likely that were 28 out 2 
34 pewzients were improved on a drug chat eho 28 wodcid heve 
improveed as a result of the pychogenic effec: 9f taking medica- 


tion? 


| 
A Conid be, varticulariv in a yaptom 2it:c vartics 
which is subjective. 


Cc Are you familiar with any statistics as they relate 
to placebo effects? 
A I have read papers quite a while back on the effact 


of the placebo, but I don't recall them. £ cane guote fron 


them from memory. 
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Q So you don't really have any knowiedge of studies 


involving placebo effect, do you? = 
A Well, I have knowledge, but. the knowledge is so 


well eszablished iI have forgotten the source. 


* * ¢ 
° Doczor, on fase 958-you testify that what Dr. | 
Bertrand -- I am looking Gcwn at lines and 37 -- told tae 
patient would be marked or moderate he 
What leads you to believe that Dr. Bertzand told the patient 
‘anything? 


. 


A Because in -~ some of these svmptoms were subjective, 


vad or very severe. 

Q Why do you think he would have to ask the 
those quescions in the way you phrased then? 

A I didn't say have to ask then put -- net just 
those words put something analegovs in order to ¢ifferentiate 
between absence, moderate presence, er marked presence. 

Q Then he wouldn't have had to necessariiy tell the 
patients what was marked and medcrate, would he? 

Sone phrase tc Gistinguish | 
the three categorics. 

re) But he Goesn't Lave to teli the patie:ts whether 

marked or modarate? 


Not necesserily. 
s*¢ £ 
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Q Well, Doctor, if you were a doctor treating a 
Mertera'ts patient: who. head had five major attacks 2 menth and you 
saw him over two-month periods respectively, during one of 
which ne had suifered one majoz attack but: auring the other 
month he suffered no major attacks, would not yo: conclude 
thet he was better off during the period in which he had 
suffered no major attacks? : 
A He was better off, but I world not infer from this 
that the drug did it. 

Q And why wouldn't you infer from this that the drug 


did it? 


A Because the placebo had the same fect. 


Q It didn’t have the same effect, Doctor. 
major attack, didn't he? ee 

A Yes, but you assume thet Dr. Leach used the baseline 
vzlues. Before he started aeies the placabes he had five 
mejors per month and after receiving che placebo he only had’ 
one major. : : 

Q Dida't you testify about the psy chogenitic effect 
of taking placsbo? 7 

A Yes. 


xe) Well, conidn't have that reduced the nmumser of 


& Yes. 


a Xsn't that the reason why porsons t2k 
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SS Phat is right and the seme thing sous.d z5piv 
secczned month wnon 
none 
In other words, it coule azve 
in coth cases and Sere night not av 


effect. 


What isn't the case? 


‘hat the giving of the drug may have a 


effect? 
A 
Q ‘ the r¢cson why you sive a drug duriac 
one pericd and 2 placebo curing another? 
“A That ils correct. 
in order to make comparisons as to how 
Response. 


im> xvestonded Guring tross “wo pzoricés 

Corsect. 

$0 shat if a vatic« ent shows better response during 
pericd in which he takes active than during a sericd in waich 
he takes placebo, isn't this a scient.“ic besis upon which a 
conclesion is mada with respect to the effcctivenass of the 
arug? 


A If you cncese to ignexe the bas 


wouldn't do. 
s += 


G wee WELL, Lostor there are bas elize ¥ 
patient dces have sone psychogenetic effect fron 
mee the mmk 


placebo, wouidn‘'t this invariably red 


episodes that occurred during the placebo period? 


vertiginous episodes from the baseline 


period, you would rela out that patient 


drug was shown to have been even suserior in ees 


vertiginovs episodes.. Is that correct? 


A Well, I disagree with the fact thet © he drug Sez 


was superioz in this pezticular case. 
Q Weli, I am aexing ou. 


A Sut ZG world think % 


Q Well, Doctor, if -- i mean, we are aor. 
whaxe you testified that you cake a placsb 

some. response to a 

TOx axample, sterts of: 

yesuit of taking the placebo, which 

‘essiy cto cover the psychogeastic effect, 

for example, then re 22 
is that right? 


Placebo effect, yes. 
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t having shown that effa: 
placebo, Poctor, then I take it that even if he subsequen 
shows only ene episoce with the drug. that you would stil. 
rule that peticnt out. Is that correct? 
AR hat is right. Because I wouldn't 5¢ able <= 


distinguish between the effect of the dxug ov piacebo 


in the second month. 


_ EXAMINER BRENNAN: In this particular case, Tector 


' PRE WITNESS: in this particular case. ves. 

| EXAMINER BRENNAN: -- are you saying =.=t you are 
unable to conclude from the data presented on 9559¢ 21S that 
the reduction of episodes of vertigo to none are dues either 


- 


to the Sere active drug or to the placebo effect? 


HE WITNESS: That is right. It could have been 
a placebo effect of the drug and note pharmaco-dynamic effect. 
EXAMINER BRENNAN: Yes. 
BY MR. LSND: 
Q | Well, Doctor, I cake it from your testincnay cnat 
any time that a patient is observed to have a psvcehogenetic 
response to a drug, he must be ruled out from th: study. is 
that correct? 
A Incorrect. =f the placebo effect is much iecs 
consistantly than the effect of the drug, then I wouid say thet, 
the drug has an effect above the placebo effast anc might have 


a phezmaco-cynamic atfect. 


7B | 
Q Wali, you use the phrascolocy "much 
you decermine what is mech less? 

A By comparing nwbers. 

Q In what context? 

A For example, if he says here are five majors 
reduced to cne major, there is a difference here of four end 
from one major to zero there is A Change of one. So the 
incremental change would be four in one case and one in the 
other, and four is Bigger than one. 

Q Doctor, let's just an oon moz2 here. 2025-5 on 
page 219 ‘suffered from 12 major SSSTE Ee SESS sche placehs 


. 


period he has two. major attacks ane five minor, ane none wnile 


he is on the active. 


NER BRENNAN: 22 or 20, a2. isad? 
nzad 20 while -- at the baseline, and 


im the study on the placsbo, with five minor. 


EXAMENER BRENNAN: = thought you said 22. I must 


have mishead you. Yhe figars. is 20, 
BY MR. LSND: 

Q Doator, thease in your opinion Snis 3 
had not shoim chet he was suseriox -- that she aig was 
effcctiva than the. placebo. 

A That is correct. 

Q Ané I take it also 


Dr. Leack in concluding that 


74 


the bas2line value. Is that correct 


may possibility see. 


t is based on your mathematics 
of the number of episodes in 
baselines as opposed to the number of episodes 
Is that correct? a 
That is corxect. 


s * & 


DR. ELIAS CHICALOS — REDIRECT 
Q Doctor, do you recail mentioning xt by Jack 


and Jackson, De Weese and Saucers, Ballincer : Ballinger 
and others?’ 

A Do I recall the:s? 

Q 


A 


Q Do you recall mentioning thoss during your cross 


examination? 
ek ves.” 
Q ~ Ara these people recognized exverts 
syndro:.2? 
A Apparently they are. Thxea of them are chaixrzen 


university departments of otolaryngology. 


ses 


Q All right. with respect to Dr. Leach's studv, 


please turn to pags 219 of Voluma 17.1. Do your recall 2 
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whi'ch you responded that you were table to tell whether the 
decreese in vertiginous episodes was due to a placebo effect?: 


A I do recall those patients. 


Looking at thos 
ezd aside from tha hesais 


—S 


ther. may hare been 


3S A SoOontEneous romis 
sudden docreasa er x 
knewr reason. 


Ie that common in Meniers's syndzemez 


Right. 


* & *& 
JOSEPH C. ELIA 
was Called as 4 witness on behalf of Unimed, Inc., and, after 
having been first duly sworn, was examined ané testified as 
follows: ; 
JOSEPH C. ELIA — DIRECT nected 
Q Would the patient necessarily be ae an attach 


of vertigo when they came to visit yeu? 


a A great many do. ‘they stagger into the office. 
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WALLACE RUSIN 
was Called as a witness and, Kaving been firse auly Svora, was 


examined and testified as follows: 


WALLACE RUBIN — DIRECT wee M 
Q@ Doctor, you stated you reviewed ali objective data, 


including ENG’s, is thet correct? 

A That is correct. 

Q As opposed to objective data, I take it, there is 
subjective data? 


RK =€6©Yes,.in general that is 4 fair term, but that is 


not a fair comparison in terms of which we are talking about 


now. : 

Q@ You define what you mean by objective, as opposed 
to subjective data, in clinical investigations to 
determine the efficacy of a drug for Meniere's Disease, 
specifically vertigo? 

A When a patient cane in and says he hes been dizzy 
three times a week of ‘moderate severity » What the patient tells 
me is subjective on his part, and I have no way of necessarily 
evaluating it with those terms. 

But, if < put a number down that says three, or 
By resident does ance SEES other classification, to say .two 
timcs a. week, of severity, esas: that becomes an sortie) 
marking on a piece of paper, which ar can then relate to the 


ENG or to the hearing test, so that if I am not there when the 
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patient comes in and tells me that this is what goes on, then 
the number on that paver is now objescive and I relate it to 


what I see on the recordings. 


I am saying that I can't possibly be there when 


every patient comes in. I am not. That is all. 

Q .Doctor, you mentioned a minute ago that she patient 
comes in and says, I have sevexevertigo. You put down the 
number three. | 

XI didn't say that. 

You ‘put down a number? 

Yes. 7 

That is the recording ofa subjective sy=cton. > 
How is that suddenly an objective recording? 

A Because if in fact I am not there, and there is a 
number 3 on the piece of paper, the number is an cbhjective 
number which I need to relate to something that I see. 

Q isn't that the numerical recording of the subjective 
symptom? | 


A 8 ©6Of course. 
: * * * 
Q Decror, whet are the guidelines that vou employ or 


the criteria in evaluation of subjective date in the context 
of the controlled clinical study? | 
AR I think the first distinction you need to make is 


one is subjective and one is objective. 


78 
Primarily you would like to do a study that doesn't 
have subjective data in it. If, in fact, you have a problen 
such as vertigo, dizziness, where you need to use this 
subjective phenomenon as a measure, then there is clearly oriy 


one possibility for using that phenomenon and that is knowing 


° ry 
the patient for. a sufficiently long period of time, having a 


recordation of physical findings and history and the natural 


disease course, and then comparing it over a sufficiently long 


period of time to cOéme to intelligent expert conclusions. 


Q You mentioned -- 
A During this time, of course, you have to yely on 


what the patient tells you. 
»-_* * 


Q You stated you were familiar with the concept of 
double-blind. 

A Yes, I am. 

Q Why is that important? 

A Why is it important? 

Q Yes. 

A pecatise if in fact you're dealing with a Bisease 
that can be evaluated in a double-blind fashion, you need to 
know the disease first of all and you need to eee your drug 
second of all as to whether the drug is a drug that changes 


. 


symptoms or whether it’s a drug that changes mechanism or 


course of disease. 


So the use of a double-blind study as it has been 
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promulgated in this hearing as I sat here does not apply as 
the proper method to evaluate pattents with Meniere's disease 
for vertigo. Now, on the other hand if you want to use a 
double-blind study and talk about that ppoctiicat ty: then we 
could use a symptomatic drug where it would apply. 
Then your concepts of MNomogentenyn rendomcarson and 

blinensss do apply. 

Q Isn't it one of thé reasons you enpioyediva placedo 
or active medication to rule out. bias from the patient? 

A _ Sure. ! i 

Q Also the doctor. 


A Also the physician, of course. 


aA < am familiar with Dr. Model's name, yes. 


Q Do you recognize those men, Dr. Model, as an expert 
in clinical pharmacology? 
A I don't recognize his expertise but I know he has a 
name of importance, yes. | 
Q Do you recognize tha Journal oe the American Medical 
Association as a reputable journel? 
A Yes. 
a) Let me read this statement to you, | Doctor: Aw 
"Use of controls. = es in any discipline 
can be pursued without controls. As a matter of fact, even 
those experiments which the experimentors themselves presume 


are without controls are nevertheless controlled. 
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The control is a basis of comparison and thus tere 
is a control inherent in every judgment on a drug. The only 
important question about control is therefore not whether it is 
present but whether it is sound as a basis for cozparisoa aos 
which the judgment is based." aa 


Do you agree with that? 
You have road just the first paragraph. 


xs * * 


I asked you whether you agree with that, Doctor. 

A In principal. . 

:Q The author continues: “It is tempting to use an 
easy way out, to use what has been called the historical con- 
trol, for example, a recounting of previous or paca 
ancieicvensancnisesenane experience as a basis: ef comparison. 
Often this is not recognized as a control and with gcod Paanene 
for gt is a treacherous control. 


_"No ate of drug examination is more likely to 


lead to erroneous conclusions because it has none of the safe- 


guards provided by other controls. The elimination of placebo 


effects and bias. It also fails other material to provide a 


comparable basis for examinations of control and special soe aal | 
"only ‘dn the case of a disease in which an irrevo- 

cable and unquestionable characteristic course has been estab- + 

lished, and particularly when the disease is rare, is the 

historical control justified.” s 


‘| Do you agree with that, Doctor? 


In principal. 
“MR. PFEIFER: For the record, this is an article 
entitled *"Pactors Influencing Cli nical Evaluation of Drugs 


with Speciai Raferencé to the Double-Blind WOES by 


- 


Walter Banas MD and Raymond ®. Houde. That is H~O-U-D-E, MD. 
It isa reneint from the Journal of the american Medica . 


Association dated August 30, 1958, Voluse 267. 


&@ tI don’t use a double blind technique in these kinds 


of patients, because I feel and have evidence that this technique 


in a longitudinal fashion is just as efficacious in this 


population. © 


s 2 © 


Q Will you describe the course of vertigo in Meniere*s? 
What courne does it teke foilcwing onset? 


s * 8 


& If you look at the distribution of vertigo in a large 

group of Maniere’s patients, you have primarily three groups. 
If you went to look at it like a bell-shape : 

distribution curve that is pretty close, but in essence, up 
at the top here, you have the -- down along these steep 
gredients, tangential gradients, you have primarily nose 
patients who fall into the -- Maniere's patients -- usual 
Meniere's patients, where the course is that within that ae 
starting from their first enerodes they then develov some 
course peculiar to themselves, whether it be once every four 


months, once a week, twice per month, some course that 
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becomes ehene after the patient has bean seen for six months 
OF a year, or what have you. 

A difference from patient tc patient. Somewhere in 
there, all these patients will have a course peculiar to 
thenselves. 

Qn both ends you have a different problem, wh ch are, 
by far, the fewer, possibiy 5 percent of the population here 
of Meniere*s and 5 percent down here. This 5 percent may have 
an episode now and have one four vears on now, and maybe 
never have another one, ox maybe have a third one, but a very 
erzatic course, and then you have probably less than 5 
percent where there is this kind of picture for 2, 3, 5, 8, 10 
years, wnateventic might be, and suddenly they never have 


another episode, ever. 


Q So, I take it that 99 percent of the people who 


have vertigo from the date of the first -- z 
A. I didn’t say from the date of the first episode. 
Once they develop their Coareee This may take 
three months, six months, a year. Somewhere in that range. 
Q It is only 5 percent that experience spontaneous 
renission? 
A Let's TS the term spontaneous remission. 
Spontaneous pentnaton has two connotations. ‘In 


Meniere's Disease, the usual, which is che reason that sore 


of the controversey comes up in the discussion fromthe textbooks 
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we heard here, spontaneous remission is this kind of remission 
here. 

If this patient has one episode cons four weeks 
er every four months, in between these episodes: that is a 
spontaneous remission. 

Now, the usual remission xeferred to in the field 
of medicine in ceneral, like, say a patient with tuberculosis, 


who has it for 20 years, and still has the x ‘ray evidence in 


his lung, somewhere along the way ro lorger has symptoms, that 


is a remission, spontaneous. ‘That lasts ad infinitum, but 
that is not with Heniere’s. 

fhese are the remissions and csacerbations. ‘The 
attack is the exacerbation, Im between each attack, no 


matter how long they are, that is the remission. 
se * 


Q Spontaneous remissicns, I take it, occur at 
regular intervais? 

A tf you mean regular within that patient, there is a 
reasonably regular course for a patient compared to himself, 
but not comparing me to you, or me to Mr. Cutler, or to 
Mr. Brennan. Four different courses. But within myself 


or within yourself. 
If we had Meniere’s the course is reasonebly clear. 
Q And I take it then that yon take a patient who 


estadliszed a course of frequency of two episodes a month 
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for two years. Is that an adequate period of time to determine 
that this patient is on a regular covrse? 
aA I would say, yes. 
Q We can predict from that point forward, that this 
patient will alvays experience two episodes a month, unless 
on medication, which is effective, or surgery is performed to 


alleviate the problem? 


& Within a reasonable period of time, you can make 


that prediction. 

You might be wrong in an occasional paticnt, yes, 
but you can make that prediction for the average patient 
with Meniere's Disease. 

Q 'I take it there are some patients where the instance 
of episodas would go up? 

A What hapcens, Crdinarily, the incidence of their 
episodes doasn't go up but they bagin to get uncomforteble, 
dizzy, unstcady in between episodes. Their incidence of 
episodes pretty much steys within the framework. 

Q Are there some patients who do in fact experience a 
remission of symptoms, go from tvo to one episode a month? 
Then no episodes a month or from two to zero? 

A I believe I answered the question previcusly but I 
will restate it.. The usual ccurse for close to 90 per cent of 
the Meniere's ‘population isa predictable course of remission 


exacerbation within their own framework. There are those, if 
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this is what you are asking, cut at this right hend erd, wno 


might suddenly stop. Very few and far between; ard not heave 


another episode. 
or thez e@ are those who hava one or two or three 
episodes total at a very unusual timing course, one year now 
and three years later and one ten years fron now up at the 
left hand corner. That is about five per cent. 

Q Is this bell curve you have drawn 7;- 

A It's not trully a bell curve. It reseubles one. 

Q Is that a well recognized phenorenca for recorded 
factor Meniere's? 

A I would say it's a well recognized phenomenon by 
peorle who have had experience in seeing nuakers cf Meniere's 
patients over 2 period ef time, yes. | 
Q Is it reported in the literature, ao you know? 
A It's reported in ‘a number of places. 

Q Do you recail any offhand? | 

A Yes. Primarily one reference by William F. House 
discussing reversible and irreversible “eniere's as it relates 
to some other problems in diagnosis. There have been numbers 
of Mresccices & our international vestibolar societies and 
locally on this subject hy xracognized eee who treat nem- 
bers of Meniere's pecients who I referred £0 and I can give 


yOu, the names if you like. 


Q I would appreciate your SES those to me. 
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A Neals Henrikkson from Upssaia, Sweden. Doctor 
Nicholas Torok, from Chicago. Dector Costerveld, from The 
Netherlands, Amsterdam. 

* * * 

Q Doctor, what is the concention as tothe mechanism of 
Meniere's, so far as you know? 

A Well, the basic conception that is responsible 
the question of a dowbt, is that thexe is an increase of pressurys 
within the endolymph. 

How this comes about: is a result of these various 
problems we have talked about, various clinical conditions, 
either boney encroachment or other diseases. 

Now, as a matter of fact, there is obviously a 
great majority of these patients who have Meniere's Disease 
on the basis of Snvolvoment o£ their bicod vessels, whether 
due to stress or strain, which is a known concept, autonomic 
nervious system squeezing blood vessels down, causing 
symptoms in various organs. 

So that if Serc, as I see it and have seen it -- 
have read the pharmacologic material available and have seen 
experiments done in the area of the striavascularis, if Serc, 
as is shown, has this pharmacologic action, it would be very 


legical that the reasons for its efficacy in the patients that 


I have .observed and studies that I have seen, that this is 


where it would act. 
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Q Now, Doctox, is Meniere's a serious condition for a 


patient, in your opinion? 


7 Yes. 


Q Why do you say that? 


BL Primarily for two reasons: The symptom of dizziness 
is a rather frightening experience to any individual, and if in 
fect, it continves without control, the patient has many, many 
fears about what might be wrong that can't be taken care of, 
evea sith av adequate explanation on the pasis of goca diagno 

The second thing is that ieniere's Disease has 
sers.ovs implications from the standpoint of hearing. The course 
of the Cisease is progressively downvard with zegazd to hearing, 
and if, in dct, you cen’t contxol th disease, you therefore, 
are sentencing that individual to en ear that wili not Ffenetion 
or two ears that von’t functicn. : 

q Dector, can Meniere's incapacitate a patient? 


B. Zt can and does. 


in what way? 
A well, it incapacitates a patient, of COUurse, 
during acute episodes, depending on the severity. 
But, the patient who gets to the irreversible 
where their hearing is dcown and their dizziness is very 
frequent or in between episodes that they are unsteady, but 


not having real acute episodes of dizziness; can't pexform 


their normal daily functions. 
=z * * 
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Do you have anything further your would like 
to say on that subject of remissions that you didn't state in 
peenncrscn with the examination on voir dire? 

A No, I don't think ~- I am not sure I have anything 
further to say except that en taetons are pert of the cisease q 
but remissions in this disease m@an between episodes. That is 
very specific. ime es 

EXAMINER BRENNAN: Is that your Gefinition or a 
definition of remission as generally accepted in the medical 
profession? — | 

THE WITNESS: ‘This is a generally accepted definition 
in ear, nose and throat for Meniere's Disease, withcut question. 

EXAMINER BRENNAN: Is remission a term used in the 
necical profession generally? 

THE WITNESS: Generally, but in a different sense. 
Shis disease as characterised Meniere's Disease of remission 
and exacerbation with exacerpation being each attack of Was 
remission being in between, and in the generel parlance of 
medicine remission most often and maybe always refers to 
cessation of disease for maybe forever. 

I think that is the basis of the discussion really 
or misunderstanding. : 


s 8 * 


Q Doctor, in your opinion what is the form of control 


which should be applied in drug investigations relating to 


Meniere's patients? 
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A In my opinion the practical approach in arriving 


at an intelligent decision that wouid be efficacious would 


be longitudinal type of study. Patient compared to himself. 


*- * * 
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EXAMINER BENNAN: Is it your position, Doctor, that 
the drug Sere affects the mechaniems which causes vertigo in 
Meniere*s Syndrome? 


THE WITNESS: Yes. | 


2 8 

THE WITNESS: From page 259, the chart that sum- 
marizes this. If in fact we rule out every Seerene who has 
not been followed for six months or longer and just consider 
the rest to begin with, we have patient 1, 2, 4, 6, 7, 16, 18, 
19 as patients exhibiting definite benefit with drug during 
that period of time. 

Shere are -~ if I go backwards now -- patient 21, 


20, I think there was one other -~ I lost tract of it -- that 


are definite failures. 


"EXAMINER BRENNAN: ‘Three? 
THE WITNESS: Three is out because not followed lonc 
enough. That is a separate category. Of those followed a 


sufficient length of time there was one other. 


- 


EXAMINER BRENNAN: Wine? 
"HE WITNESS: Yes, nine, that is correct. 


BY MR. LAND: _ Ba 


Q@ ow -~ 


A qhe rest weren't followed a sufficient period of 


time to judge. ae) 
- Q Why were the rest not followed beyond the periods 


“> 


-that were set forth? 
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a Some of the rest were followed and I don't have 
that information ere but for the purposes of this chart their 
records were - - they weren't in the study long enough to 
followed further. 

I could leaf through these pages. “there might be sor= 
specific reasons that some were lost to the study. I would 
have to look further. As far as the determination on this basi’s 
they weren*t followed a sufficient length of | time. 


Here is one patient, page 274, no explanation. He 


may well have been lost in the study but only was followed 


for three or four months so there is no possibility there 
that he was followed further. 2) : 
Patient on 277 didn’t return. | 
cee on page 282, same Seon 
os Patient on page 234 and 285, same problems. 
~ patient on 287; ‘patient on 290; 293 also. 
I believe that completes it. | 
From the records it would indicate to me the usual 
problem, the. ‘fact that these people didn't -~ hadn’t returned 
for follow up ) within So two-month period. They would neces- 
sarstya have Seon taken one of the study because of my require- 
ments or that they never did return at that Stee 
These are known patients whom we consider in our 


stable of Meniere‘s Disease, 50 we can count on them. 


x * *& 
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Q In the case of the patients that did stzy on the 
study that you referred to, you indicated that eight of the 11 
showed improvement. What concivsions did you come to from the 
data that you found in connection with the study? 

A ‘Based on the eight out of the 21 patients, including 
the ones who didn't return for followup, including them in the 
bad result category, this was far out o£ proportion in terms 
of efficacy and kinds of diminution and aSeence of symptezs 
that you would expect in these people under these circumstances 


so that I concluded from this pazticular group of patients that 


the drug was efficacious in eight of 21 patients which was far 


out of proportion to the other types of possibilities, drug 


and otherwise. 

Q In concluding that the drug oes efficacious in these 
eight patients, in your opinion is this = fair and responsible 
conclusion that the drug is useful in reducing the frequency 
of vertiginovs episodes? 

A Yes. 

Q Relating to Meniere’s? 


A Yes. 
Q What do you base that on? 


A I base it on the basis of comparing these patients 
with their cwn known disease covrse and symptom course and 
having the definite evidence of this absence or reduction, 


merked reduction of their symptcmtology. 
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Q Based on your knowledge of Meniers’s, would you 
Y g ¥ 


expect such a result if the drug wes nut efficacious? 


A I would not expect this. 


Doctexz, in your cpinicn is this a controlied study? 


What is the control? 


The ccntrol is the patient himself or hersels. 


x * 8 


im vouy opinicn, 


ach this study, 


env other ~- yexrmit you 
conciusions xacsecting the vificacy of 


a &- 


shunaing the ¢xequenacy of wertiginous episcdes assc- 


gtud cit deniere’s? 00 2 .=-% 
Gr che basis cf nonsiceretion of both the double- 


aud with the followag.the first ten patients on 


witiaal acugdy conid make raasoeable inferences of 


Ye 


.Sece . te ek einen ee 
wiwgers in che treatment of episcdes of vertige in 
: | 
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Det two of these ptlen 


for cu 


Stedy whica 


vou Been able =. come to any conclus: 


study shavs sreaard 


weit ye 
ee or 


Yes. 


Dectsr, in yeur opinion 


Yes. 


Q Doctor, in your opinion this 


opLecdes end one had 


Deen three in 


scnurolled. 


 WHRac.ey 


od 
ye 


3 wel controiled 


-- does the data 


responsible conclusions that Serc is 


or Lot 


whom we have just discussed, 


with Meniere's? 
Yes. 
Q is this conclusion that you nave: du scated one 
ich in your opinion exnerts in the fielc. -- experts 
Meniere's Gulls eiss reach? 
v3) Yes. 
SAZABIWER BREN: On wnat do x 


Doctor? 


THe WITNESS: I ba yak answer on the 12 paxients 


no furtner episodss cf vertico in 


anc on che basis of the fact that 


grcund end base 


fact, when Lolicwed ror six 


gf caczkground of episodic vertige in 


> 


fenierea’s diseasc., tict in fact these 12 of 26 patients 
- e 


complete xemiéssicr. of their sympten. 


Because of the metho2 of sesorting of rhe dat 


the vertigc column, i would comsletaly ignera ~- 


but. consider as failures those who received less than ontm 
plets remission cf their symptoms. 

EXAMINER BRENNAN: Wzve you sonsuited any otho-: 
otolaryngclogist concerning this study? 
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ROSTERS NOUS'SIN 
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rol2. It lasts for an hour, mevbe :wo hours. tf ¢ have to walt 
around, % have to hoid cn to furniture. i wet a Litsle sweaty 
fron this thing. Isight get a little nanscons. 
That ivavhat this paticns desecihess. as a cevere 
The same Ri & mild ottasck. one 
“Lctle sensation of 
motion lasts for 15 minutes, ané@ no asvociaced symptoms 
included 
to another pation: who #ise nes ientiere's Disease, 
when he has a severe attack, severe atrack is one in 
which the room spias, around. * may last a fall day. It 
micht take 3 Ox. 4 days until he can get vo and walk again. He 


becones nauseous, vomeese has palpitations, sweats, deathly 


. 7 


a 
what he cails = severe attack. 
Ghat that patient would call a mile attack migat 
equal to wnat patient A calls severe ithhedkc. 


‘So that when you are dealing with suvority and trying 


compare one vatient‘’s severity of atback with ‘another patient. 


is almost impossibie to 4 
Q If you were grading & particular »varient on the 
severity of the symptoms, would you use the stendard applicable 


to thet patient, or scrie other mor objective shandard? 


BL You have to use standards applic:cble to that patient. 
* * *& 
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The vatieont'is bage dine Tiecnency vertigo. 

En your opinion, vag your study wel: controlled? 
Yes. 


Io ven pinion, we. your dewbis blind! stucy wail 


DR. DANIEL M. MARTINEZ 
was called as a witness on behalf of Respondent, and having 


been first duly sworn, was examined and testified as follows: 


x« * * 


DR. DANIEL M. MARTINEZ — DIRECT 
Q Does a patient suffering from true Meniere' 5 disease 


suffer a predi.cvabie course of episodes of vertigo? 
| A Statistically it can be predicted with a certain 
degree of accuracy the gengral period in which an episode will 
‘again occur. 

Q When you say “certain degree," what do you mean? 

A It can'* t be said where the hour and aay of when 
this would be aromncea but a general area in time whea this 


is expected to produce itself. 


Q Will 4t always run this predictable course if there 


is no treatment given? 


A Would you say that again? Z 


Q Will it always yun this course if no treatment is 
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Q In other words, if a patient suffers one a week, he 
will “always parterionels week? | | iia ae ae cae el 
A “Mot always, but it may be two weeks or it may pe 
less. 
Q  $ Is it possible for a.patient to suffer : cluster, 
in your opinion, a cluster of vertiginous episodes, let's 


Say one a week for six months, and then not suffer any episodes 


for another six months or another year or two? = 


A It is possible, yes. 


so 8 

Q $I believe, Dr. Martinez, that when we last were 

. @xaminang you, I had a questio.: pending which I will restate 

now for you and that is: In your opinion, does nistamine and 

betahistine have the same properties in terms of vasodilatatior? 

“A Are we speaking clinically or experimentally or both? 

Q Let's ask what your opinion is first. : 
A "| Clinically, the use of, in my patients, of beta- 

histine hydrochloride has replaced the use of intravenous 

histamine. As evidenced by the patient's follow-up of dimin- 


“ution of frequency of the episodes of vertigo, the relation- 


ship with histamine is pretty much the sane. 


etait meamenneind 


|Z have not had to revert oto histamine intravenously . 
so far. As far as my experiments to see about the action of 
this drug, both drugs produce vasodilatation, both drugs 


increased blood flow, both drugs affect the blood pressure. 
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Histamine seems, from preliminary observations, 


to produce a higher rate of hypotension that betahistine 
hydrochloride. 
* * * : 
Q From your observation of the experiments do you 


draw :ny conclusion. in relation to that point, Doctor? 


A The conclusion is that betahistine hydrochloride 
is capable of producing vasodilatation and incraase3 blood 
flow in an intracranial vessel. 


* * * 

Z£ we look at a disease, lets's look 
at Meniere's disease. We know that it produces an increased 
pressure within the endolymph. We know that changes in the 
circulation of the Striavascularis can produce this endo} 
phatic rydrops. 
| We know that this increased pressure has been 
found in sections of temporal bores of patients thst had had - 
Meniere's disease who had haa vertigo. If we know that a drug 
affects the circulation and the arug reduces, the pressure, 
both by symptoms -- and the patients soater are improved, 
as we talked vesterday, the interval cof the periodicity of 
the symptoms bacomes lengthened, then that, in itself, means 
that it is reducing the frequency and it is ae that if 
you treat the causes of a disease that you are also treating 
the symptoms, but not by a symptomatic spproceh. 


The approach that you are attacking vertigo per se, 
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ox headache per se, ox pain per se -~- like when you have 


needles stuck in your em, for instance, it is painful. You 


can give some pain medicine to relieve the painbut the needle 


is still there. 

Now, if you go over and take the needle out, you 
are relieving the pain but that is not symptomatic. You are 
attacking the causes. The same thing when we are talking about 7 
Meniere’s disease. We are not depressing the activity of 
the labyrinth so it can ignore the soe oz vertigo, which 
will be an illusioa, actually. . 

‘We are ignoring it and getting rid of it but it is 
just like the needle: it is still there. But when we are 
going to attack the needle, to remove the needle, and the 
case cf Meniere's disease produced the changes in the circula- 
tion that will reduce the pressure, then we are decreasing the 
symptoms or abolishing the symptcms by direct action upon 
the causes that cause the symptoms. 


s* * 


DR. DANIEL nl MARTINEZ — CROSS 
Q » you mentioned previously I believe in respons? 


to a question by the Examiner that a movie showing the increase 

in blood flow: in the Steiavascularis in animals when niscanine “ 

—— been injected into the ‘animals. ! 
A Yes. : 


Q Have you seen this action personally yoursel£? 
A Yes, sir. I took the movie. 
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Q Have you seen the same action in the Striavascularis 


when betahistine hes been given to an animal? 


A Yes, sir. 


oe 8 

Q Is that becaue the: person in fact aian't have an 

sncroeocs pressure in the endolymph? | 

- A No. It is because our findings at ‘the time, we can't 
test the pressure of the patient, the endolymphatic pressure 
of the patient, and the findings at the tine that we have them 
weren't sufficient for us to consider other pathalogical 
entities, such as another condition other than Meniere's 
Disease. This is why our patients are seen repeatediy, 
waiting for some indication, either clinical or by our WEDS 
bular tests, that will tell us more about it so that we can 
proceed with a different approach. = 

Q Then is it your testimony -- : 

A : Doctors are not infallible, and I an a doctor. 

Q I understand that. I am not making any claims to 
the contrary. I am just trying to understand what you are 
saying. Then am I correct in stating that your testimony is 
that you can't tell for sure by these tests that there is an 
increased pressure in the endolymph? ee 


A We can presume it but we can never - be completely 


sure unless we take the pressure. = 3 : ee 


Q How can you take the pressure? 


¥ AVAILABLE | 
ae ceed nef 
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A We can't. Not in a human. But we can produce those 


changes in animals and take the pressures in animals, ane we 
fave done that. 


x« * & 


ocr 
Q Do you know that Seek, betahistine hycrochloride, 


affects circulation and reduces pressure in man? 

A it is impossible to see the circulation of the 
Striavasculaxis in man. However, if we see the results: con 
pared by the patient's symptoms, then we assume that this is 
what is happening. 

Someone said -- and I dont want to be funny nor 
disrespectful -- but it is said that if this bird walks like 
a duck, quacks like a duck and flies like a duck, it must be 
a duck. 

EXAMZNER BREKNAN:. Have you reached a conclusion, 
Doctor, with your familiarity with this drug, technically or 
commerically known as cox that it does have this effect from 
your observation of your patients? Have you reached that 
conclusion? | 

THE UrTNESS: X have a conclusion that it has simi- 
lar effects clinically with the use of histamine in patients. 
We have to accept that histamine reduces the pressure, that it 
produces vasodilatation of the Striavascularis, but we have 
not seen it in a human.. 


All I can do is compare with the results in sympcoms 
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and in findings in audiometric and vestibular tests with those 


with betahistine hydrochloride. 
«~ * * 


Q What is the BES period of time that a person 
has been symptom-free between injections or intravenous use 
of histamine? : Sat ; 

A It is very variable. : 

Q My question was what is the lengest time that you 
know of? : 

A The longest, we have to consider that the patient has 
continued to return os myself. There may be: longer durations 
-that I am not aware of because the patient is not coming 
either because he doesn't have tile symptoms or because he went 
to see another doctor. So x just can’t say what the longest 
‘would be. | 

se * 

rN No, in the sense that in man we have not seen 
clinically the results by oral histamine that we have seen with 
a w= I am sorry <= with intravenous histamine, but in 
animals the- both produce vasodilitation. | | 

@ Eas Doctor, you stated that bethistine hydrochloride 


acts in man -- strike that. 


You made. a statement with respect’ to betahistine 
hydrochloride and how it acts when taken orally in man. 
Upon what do you base this assumption other: than the 


patient's clinical response? 
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A «the only way'to judge is the clinical response of 


the patient. - j : oss 
Q Ho, 2 Ir don't think you understand. I believe vou 
stated on direct examination that there was some test 
involving oral ‘administration of betahistine hydrochloride 
to anindls) & that correct? 
a Nos ‘mere are no tests on animale other than the 
Coeer eee of the capillary: network. 
-@ 5 ‘That is what I mean. ; 
pa an I still don't understand your question. 
Q “tet ne try it this ways Is it your testimony that 


the only way you are able to conclude ‘that betahistine 
hydrocholoride has an effect on the increased pressure in the 


endolymph in man is based upon his response when you gave him 


the drug? 


ss * * 


eae WITNESS: Ye6e 

The only way that I know of the response of the 
patient is by the improvement of his symptoms. Improvement. 
of his symptoms is decrease in the periodicity of the 
episodes of vertigo and: plus the audiometric and vestibular 
tests. If I see hearing is improved I know he has improved. 
If the pattern of attacks is altered by the use of the drug, 
I know I have affected him. ‘Z€ the vestibular tests improve 


X also know there has been improvement. 


* 8 & 
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Q But are you not assuming that because the man's 


episodes have disappeared while taking the drug that in fact 


the drug has caused a decreased pressure in the endolymph? 


Is this an assumption? 

A I think I understand that. If the patient's 
symptoms improve and we know that the patholoey is an increased 
pressure, consequently we assume that the pressure has been 

be ; : . 


decreased. 
-_ * * 


THE WITNESS:- I don't mean that when we give the 
patient a drug and the patient improves we immediately take as 
gospel truth it was the drug that caused it. 

We already noe the nature of Meniere's disease. We 
know that Meniere's disease has spontaneous remissions. tie 
know that. But we also know we are waves with a drug that is 
‘affecting the circulation which is involved in a very impor- 
tant way in the production of the increased endolymphatic 
pressure. Ree secs eh c 
asta ~. But we can't. assume -- we have to consider that the 
patient could have been going to a remission. But this is 
why studies have been made by people that are working on clini- 
cal bases in presenting these studies to us as clinicians and 
You cmon see Dr. Rertrma's report is one af Shem, ond there 
may be others that are working with this drug ciinically. 

As I mentioned yesterday, our responsibility is 


to the patient, first whether there are studies made by 
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reputable doctors in this specialty or in other specialties 
regarding the efficacy of a drug for the disease, whether in 
our own meetings where we meet two or three times a year 
where we discuss our experiences, it has shown that the drug 
has improved, and if we have the opportunity to have studied 
this drug action in experimental animals and we know there is 
no toxicity, then we go to use the drugs because we are backed 
up by all this experience. 
BY MR. CUTLER: 

o On what do you draw the leonatassor that oral admini- 
stration of betahistine hydrochloride is man will in fact 
decrease the pressure in the endolymph? 


A. In improvement of the patient's symptoms. Not 


only ours, but other clinicians and investigators that have 


used this drug -- also study clinically. How else can we 


tell? Ae: 


'_ @XAMINER BRENNAN: You have not, Doctor, fed experi- 


ein 


mental ‘animals betahistine hydrochloride and determined by 
pathology any change in the endolymph, or have you? 


4 


_into that. 


THE WITNESS: Yn pressures? Not yet. we plan to ge © 


BY MR. CUTLER: 
Q You stated that you tell from the patient's state- 


ment that he is symptom-free? 


a And examination, audiometric and vestibular tests. 
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‘ Q How can you rule out spontaneous remission? 
A I didn't say it was ruled out. It is possible to 
have spontaneous remission, too. | 

Q Are you familiar -~~ ‘ 

a But not every tine. If we study a large group of 
patients and we know the periodicity and if the frequency is 


decreased | or tn the same patient with or’ without the drug, then 


we can assume that we are helping the patient. At least we 


hope so. 
Q ‘Are you familiar with the term "placebo effect?” 


a 


a Yes. : 
G@ What does that mean to you? 
A It is a substance Sas has no effect whatsoever in 


the condition that we have at hand. 


se * 


Q Maybe you didn't understand my question. I asked - 

_ you previously how you could rule out placebo. effect? You 
said by other tests. I am talking about placebo effect with 
respect to vertigo. : : 

A No. I say that we can see what the patient is doing 
when we give placebo and we can see what the patient is doing 
-when we don't treat him and we can see what the same patient 
is doing paren we give some form of treatment, histanine or 
whatever. aac ae oe faded apna he : : 


@ < Do you know whether or not, or do you have an 
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ppinion eer or not a patient can receive a placebo who is 
suffering tot vertiginous acteons:. vertiginous episodes with 
Meniere's, end then go symptom-free while on placebo? 
A I think that is possible but I would not say it 
was placebo that did it. I would say the patient is having 
Spontaneous renission. 


Q Suppose a patient has a history that dates back a 
year where tis patient, in fact, is suffering on a predict 


. ‘ 
able pattern two attacks a week. He is then suddenly started 


on a study and in the first two weeks is given’ a placebo and 


he has no attacks. Would you state that this would either he, 


in your opinion, a placebo effect or spontaneous remission? 
A We already define the placebo as something that has 
no effect whatsoever on .the patient's symptoms, so I would 


consider this a spontaneous remission. 


*»* & 


EXAMINER BRENNAN: Are you familiar with the tern 
“placebo effect" in contradistinction to what a placebo is? 
THE WITNESS: Yes, now I see the difference that 
you are crrine to rule to. I don't mean that the placebo J 
actually is a medication that is acting upon the disease itself - 
but that the fact that you give a placebo appears to have 


Kid 2 
made a change. gee sett 


z That is the placebo effect. 
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Q Iwill try. Are you familiar with what a study is 
which involves a placebo and an active arug? 

Te ate Yes. TF sa aRamniS Rapes een ere 2 

Q Why is a placebo given in such a study? 

3 A To try to see if there is any spontaneous action. 
When r talk of spontaneous action, it also means that there 
may be some emotional factors that are involved, that the — 
taking of the medication by the patient, his own emotional 
makeup when there is a stress factor, could Jena to improve 


ment of his symptoms. 


* * * 


Qo .f believe you stated when there was no effect that 
this might be attributable to a spontaneous mentee tons is that 


correct? 


a When there is no effect the possibility of spontane- 


ous remission must be considered. 

Q I believe in ny hypothetical” z : described a eee 
who had a past history of Menieré" s Disease, confirmed 
Meniere‘s Disease, for at least a year who was suffering 
episodes of two a week and suddenly he tock the drug and had 
no episodes. | ee ; | 

I élso asked you to assume that this érug vas a 
placebo. Is 1t your testinoay dhat the fact that he has no 
attacks of episodes while on the placebo might ‘ber caused” by 


_ & spontaneous remission? i - 
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aA In order to judge the effect, either the placebo 
or a drug, we compare it to what has happened to the eeetent 
beforehand to what has appened to the patient after the placebo 
is given. _A spontaneous remission is not a2 permanent thing and - 
a placebo effect, as you call it, is also not a sustained thing. 

| The patient is coming, he has the disease; he has 

not been cured. He will come back to recurrent episodes. In 
other words, the placho effect is not a sustained effect 
whereas when we are treating the patient and patteceany the 
mechanism of his « disease, we can see clearly that the episodes 
-— frequency has been increased, lengthened. : 

2 Let me ask you this, Doctor: How ‘ong can a spen- 
taneous remission last in a patient with Meniere's Disease, 
in your opinion? 

A ‘I am sure it varies in patients and also with the 
observations of different physicians. I don’t consider that 
in my cases that I have had the spontaneous remissions that 
would last less than six months —- spontaneous remissions 
that will be longer than six months. 

Q Let me ask you this question with respect to spon- 
taneous remissions and let me give you a little background 
because I had asked you originally when you were being quali- 


fied to testify as an expert in Meniere’s what a spontaneous 


remission was and I believe you stated a spontaneous remission 


was that period of time between episodes of vertigo. 
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A Not exactly. I think that chis is the period betwee 
episodes -- it can't be considered realiy an a spontaneous 
remission. I think that the periodicity is affected. They 
are rot coming, for instance, mas two weeks or erare month 
when we treat the patients. Ina spontaneous remission, it 
is not from one attack to the next attack. A spontaneous 
remission is when ~- the way in which this periodicity is 
coming hes been affected, has been altered, by longer pericds 
than the usual pero : 
Q Let me ack you this questicn,Doctor == 
A This is in my estimation. 
_Q Either through your experience in seeing patients 
or through your readiness what number of patients of Soares 
percentage-wise, would obtain a sponteneous remission of the 
type you just described?: | 
A I think it is a very low percentage, of a clear 
Meniere's Disezse, as we defined it yesterday. I can give an 
estimate that it would be prebably within 10 to 15 percent, 


I would say. 


Q And is this figure from your own experience? 


A Yes. 


DR. WILLTAH G. KUBICEK 
was called as a witness on behalf of Unined, Inc. and, having 


been first duly sworn, was examined and testified as follows: 


DR. WILLIAM G. KUBICEK — CROSS a 
2263 Q In your oral administration to the four Bosse did you 
mix the betahistine hydrochloride up with any -- 
A Water. : 
Q Just water? 
A Yes. 
Q ~~ How long did the pharmacological effect occur after 
the drug was administered orally? De : ~ 
:A Well, in one experiment it was 50 minutes after the 
administration. 
:Q My question is not how long did it take to act, how 
long did it last once it did act? | 
A In the first experiment, Number 24, the effects were 
‘approximately 24 minutes, the duration. In experiment 26 it 
was approximately 34 minutes. In experiment 27, about 22 
minutes. In the final experinent, number 28, it was approx=- 
imately 35 minutes. 


Q. Would you describe what effect you mean? : 


A An increase in labyrinthine blood flow as measured 


with electromagnetic flow meter. . 


* * & 


Qa Based ‘upon your study on oral administration of Serc 
aS these four dogs, what sort of effect in man could you | 
Coorrelate with respect to the fact that the CESS eS us 
“where from 22 to 34 minutes? 

: A Well, it is known that anything given eet is 


absorbed slowly from the intestinal stream, intestinal con- 
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- tents; the rate of absorption depending on how fast the stomach 
empties and numerous other things depending upon condition of 
the stomach. It is more or less the equivalent of a Sonesnce 
ous infusion into the bloodstream when given orally. 
Q I understand that, but my question dealt particularl, 
‘with the effect. You stated you had an effect. from 22 to 34 
or 36 minutes in the four dogs after the drug was absorbed 
or did go into the bloodstream. My question is, in your 
‘opinion how would SEee effect SERRE in man, for Now long 
a period of time? . E ; aos 
2 es aE wouldn't like to say how long it would be effect- 
eave clinically in man, because I am not a “elinician. It is 
“¥newn that drugs are effective long after they are observable 


in the bloodstream. 


se 8 

Q Let me give you this example. I am drawing this 
example on some testimony given the other day by Dr. Martinez. 
He claimed he did a study with histamine that he administered 
intravenously and orally in animal that was Som to be absorbed 
orally and intravenously in animal; however, it vasnet shown 
to have any effect orally in man or any great effect orally in 
man. . cae ee 
| A : Histamine? 


Q Histamine, that is. 


A Yes, that is true, there are some drugs that are 


destroyed by the digestive juices in the gastrointestinal 
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system. Histamine is one, of those compounds as I understand it 


that is not used clinically by the oral route. 


Q I want to ask you this question. Have you done any 
studies in man with any drug whatsoever to see whether or not 
in fact that drug is destroyed by the gastric juices? 

Rew a: No.! ' 
. a Can ‘such studies be done? 
Oh, yes, they could be done. 
-But you did_none with Serc. 

Q Have you done any studies in dogs where you Yxapeated 
the administration of the drug over a pariod of tima like every 
three or four hours, or was this just a one~shot dose? 


A ; This is intravenous doses. 


No, this was oral administration. 


No. ie 
3 = EXAMINER BRENNAN: It was : one-time administration 
all the ‘time? 
THB WITNESS: es 
ce MR. CUTLER: 
: Q ere about intravenous? 
a .\ In the experiments described here it was a one~shot 
injection. There were subsequent experiments with continuous 


infusion of the drug, but they are not reported here. 
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WILFRED LEACH 
was called as a witness, and having been first duly sworn, 
Was examined and testified as foliows: ahs 


-DIRECT EXAMINATION 
zs * * 


Q Dr. Leach, from the results set forth there on page 
219 of thet volume, did you reach a conclusion as to whether 
Sexc was effective in reducing the ney of vertiginous 
episodes in patients suffering from Meniere's Disease? 

A Yes. 

Q What wes that conclusion? 

aA I concluded that it was effective. 

Q Specifically, Dr. Leach, did you Conerace it 
was effective in reducing frequency of vertiginous episodes in 
Meniere's Disease? 


A Yes. 


Q Dr. Leach, are you familiar with the term "control" 


as used in ciinical studies? 
A Yes. 
Q Was this study, in your opinion, a controlled study? 
A Yes, it was, in my opinion. , 
Q What was the control? 
A The contxol was the use of a placebo for each patient, 
the use of a placebo and comparing the effect of the placebo 


and the effect of the active medication in a double-blind 


randomized manner. 


Q In your opinion, was this study well controlled? 


A Yes. 
- * 


Q Here the FDA reviewer observed that you had an 
average of 20 major episodes per month as a base line and that 
after the administration of the placebo this was reduced to 
12 minor episodes in the first period and then during admini- 
stration of the active drug in the SOLER month period it 
was reduced to one minor. 

the FDA reviewer raised , question whether this 
patient and others who had a similar reaction were going into 
2 period of remission. Have you got any comment with respect 
to this criticism? Pome Seat . 

A ‘Yes. I'am sure no one who studied Meniere's could 
deny that it would bea possibility, but in ny experience and 
in the experience of other People who have worked with this 
condition, ‘the chances of @ remission occurring very soon after 
one puts the patient ona drug are a little remote. 

Por instance, what I really mean is that a patient 
follows_a certain pEaccerste tf ey have not had an attack for 
several months, then they start ‘to ‘have attacks, they go to a 
doctor and maybe their attacks will continue for a few months 
more and then it may be either as a result of treatment or 
possibly, as you may put it, as a result of a spontaneous 


‘remission they are ina quiescent stage for several months. 


Nettie! | / enteritis! * hare emit ientemmet —Nateitatntiet! SNe eater tt = eet tet, ee eemareeeariemest i nactmer fe 
think are fairly few, and those patients who go into a tenission 
after only one or maybe even two attacks of vertigo again are 
few | 

I would like to state that most patients get a 
pattern of attacks of vertigo lasting a few months and then chet 
may go into a period of remission, so it would be unlikely 
that this particular patient would be going into a remission 
. period just after I had giveh him the sample, which in this 
case happened to be B. 

Now, my further point is this: That in a sufficiently 
-- over a sufficiently large number, those =< of patients 
who are going to remit as iresure of treatment will be 
balanced -- chose sort of SoS who are going to renit as 
the result of treatment with an oe drug would balance out 


against those who are going to remit in the period of 


administration of a placebo. X think I can give you one 
example of that. . : ; ate 


This particular patient who had a response to the : 
active drug, which may, on some peoples hypothesis, be in 
fact a spontaneous remission during the period of the active 
medication, would be balanced out by the patient number 1954, 
who again, after having an average of one major attack of vertigo 
prior to being put on the study, immediately on the ‘active 
medication subsided to only one minor attack of vertigo, but 
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on the placebo subsided to no attacks at all. 

Now, that I evaluated as a response to the placebo, 
but this patient equally might have been going into a spontane- 
ous remission <0 the score for the placebo in this particular 
patient would be balanced out = would balance out the score 
for the other patient, 1941-B, who got a response to the active. 

I think this ilinstrates a point in running a 


Clinical study that one should try and include as many patients 


as possible to balance out these slight inaccuracies with 
tegard to the possibility oe spontaneous ‘remissions .Rither than 
restrict the study, one should expand it. 


s* *& 


eo when I reviewed this chart in all cases, 


as I recall, ther3 was a reduction in the attacks, in the 
severity of the attacks, and/or frequency during administration 
of either the drug or the placebo. 

Now, I think if you were to total these up, the 
first one -- no, that agrees. In maybe one or two isolated 
instances it would appear there were more attacks but the 
severity of the attacks was less. ! 

I can't provide an instance of that at the moment but 
I am trying to cope with all possibile situations. In the 


majority of cases, I repeat, there was some amelioration of the 


symptoms as a result of the patient being put on the pink pill. 


WILFRED LEACH — CROSS 
Q Doctor, how do you equate majors and minors? Would 


one major be equal to say three minors? Two minors? 
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A You can’t really equate them at alt. I think the 
important thing is that the major attack, as far as the patient 
is concerned, and it must be that patient, you have to judge 
it with that particular patient alone, is an attack which is 
frightening to them, which is incapaciting, which ae long 
enough to make them stop what they are SEES and shes then 
a finite persos of time to recover from, whereas a minor attack 


is one which may occur for a few minutes and they are able to 


carry on with whatever they are doing after the immediate period 


of the attack. 
| I gon't know of any way I can equate one with the 
other. The two are distinctly rather different, I think. 

Qo) Would you consider a patient who had a base line of 
say two majors ataonts and then during the first treatment 
period went to five minors and then during the second treatment 
period went to one major. How would you evaluate that? 

A Ss minors? I would regard that, even though the number 
of attacks had increased, each attack. was in itself far less 
severe than any one major attack = the patient would say even 
though I had § suall attacks Z feel so much better ani I think 
one has to label ‘that as an improvement as far as they are 
concerned insofar as it was not so much the frequency as the 
severity of the vertigo which had been reduced. 

o Would you consider that 5 minor attacks better than c 


major during the last treatment period? 
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A Yes. The patient would. That is the important 
thing. I would, interpreting the patient's symptoms, which is 


the only way we have of evaluating this particular drug, I wou 
| 


interpret that as an improvement. 
Q Doctor, would you turn to the chart at page 219? 

For patient. number 1941 -- that is the fourth down from the top 

-- I believe this morning you said that the eoeeer which ran 

on a base line from 20 fom down to 12 minors down to one 

minor, might be a spontaneous remission but at the same time 

there is no basis upon which to conclude that it is or isn't. 
A " There is no way of telling. 

x Q ~ Would that be true for all of the patients who 

experienced that course during the trial period -- I would look 


say, at two down from there, patient 1946B, had 5 majors a 


month and tehn one major and then down to none. That would be 


similar, I take it. 

A Yes. As I stated, it is only a small percentage of 
patients who, when they have an established pattern of vertigo, 
are going to, just by coincidence, start on a remission period 
just when you happen to start them on some treatment. An 


extremely small percentage, in'my opinion and experience. 


—_ 


Q .. Well, you mentioned this morning that people fall 
\ . 
2373 into established patterns. How long does it take for a pattern 


o 


to establish itself? 


A- Oh, a few months. Six months. Maybe a year. 
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Q Isn't it true at any time, though, there could be a 


remission? | 

A —s- You mean by a period of a freedom of dizziness. of 
between one attack. and another, yes, but those periods of - 
remission vary and in the majority of patients are short; a week 
or two. Certainly within two months in the najority. ‘I am r 
not prepared to state in what minority there are long remissions 
but there are in some, but I think it 4s a emall minority in 
my experience. : 

Q I believe you also mentioned this aN that all of 
the patients, or almost all of the patients had experienced 
vertigo for a period of at least two months prior to incinsion 
on the study and therefore had established some regularity with 
respect to the episodes they experienced. : 

A A good number, yes. a 

Q Are you able to pinpoint how long -- I know it is 
‘difficult but are you able to pinpoint how long it takes to 
establish a pattern? Where two months is mueficient or whether 
you need to be-rure six months or a year's pattern? 

A. Well, 1f you are talking about vertigo alone —- you 

see, one doesn't assess a patient purely on one symptom as 


@ 


having Meniere's Disease. Vertigo is only one symptom. There 
.are other symptoms and signs that we have to go by. 

If you are assessing any one som it may be 
difficult in a short space of time. But one has other clues 
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to help you. Therefore, if you have other clues I think you 
can make a diagnosis of Meniere's Disease when there is a 
shorter period of base line vertigo. 

Q° . Without regard to the diagnosis of Menierd's Disease 
and for purposes of this question let's assume that they have 
Meniere's Disease, how long do they have to have the disease | 
or syndrome to establish, as far as you an concerned, that they x : 
will experience vertiginonus episodes in a regular predictable 
-- fairly predictable pattern of, say, one or two a month? 

A A month or two. ‘Two months at the most. Probably 
one month would be sufficient. 

Q Keeping that in mind, it is still possible, is it 
not -- asa matter of fact, isn't it recognized that a patient 


may have an attack this month and next month, a major attack, 


and then not have another major attack for, say, four or five 


years? 

A. Yes, ie is possible but in my experience ose 
patients form a pretty smali‘part of the percentage of the 
population with Meniere's Disease. 


s * * 


Q When you use the term major and minor, is it true 
that one person could have an attack which would be considerable 
and another person could have an attack which, by absolute 
‘terms, would be considerably horrendous but that would still be 
equated with major? Is it subjective as-far as each patient 


. 


is concerned? 
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A hat is why I tried to define it in real terms that 
everyone could understand. I think within the categories of 
minor, some patients are more disabled than others - Within the 
categories of major some patients are disabled more than others. 
5 az think there is a distinction between the two. . 
don't think a patient, one patient in a minor attack, can be 
equated with another patient in a major attack. I don’t think 


4t is a personality difference at all. 
- eee 


Q Doctor, when you say a patient is dizzy, are you 
equating that with vertigo in most instances? | 

A Dizziness is what a patient telis you. Vertigo is 
what I interpret from that. In-most instances the two can 


be equated, yes. 


Q Would you look at page 253 and the entry for March 


-25, 1968, which reads pees still, but not true vertigo. * 
And could you explain how you distinguish the dizziness from 
the ‘true vertigo for this patient? 

A ~ Yes. He described a feeling which didn't necessarily 
involve tho spinning of objects in his field of vision with 


the associated effects that are typical of. major attackssed 
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DR. ROBERT J. WOLTSON 
was xecalied, on behalf of Jnimed, Inc. and, naving bean 
previously duly SWOLN, was examined and testified furtner as 


follows: 


DR. ROBERT J. WOLFSON — DIRECT * * * 
Q Dr. Wolfson, last week when you testified, I helieve 


you testified that the control that you used in your deuble- 


blind crossover study was the -- were the baseline ebservations » 


for the conte Why did you use the baseline period for 


control in yeur double-blind crossover study? 

A We used -- actually it is a historical control. We 
used the patients related history or the history that the. 
patient reiated to us as to what their baseline frequency had |. 
Speen and we tried to select patients who were having fairly 
xeguiar hich frequency attacks so they could ke properly 
included ixto the eentye 

Phere sre pxobiers in Neniere’s disease, in the 
evaluction of tris typ2 of dicezse. It is a relatively uniqne 
tvpe of disease and therefore when studies ax2 cesignet you 
have to teke the disease and the course of this cisease into 
considexaticn. 

Riso, I think you have to teke the drug into con~ 
sideration. For example, trying to just have a patient who. 
hes high frequeacy vertigo under no treatments at all, under 


just placebo treatment for a long period of time or for a 
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te ebserve whet cnis pattern is 
your ebservations, theor ) La: re 
practically you just can’¢ do it. 
en pationts are sick and they are having these 
attacks of vertigo, once they start to have their attacks agein 
they demand some kind of treatment and yourest can’t follow 


them aicng end say just keep taking this particular pill. It 
2 


just Goesn*t happen that way. 


Secondly, it is difficult -- well I think that probably 


answers the guestion. I don't want to go on with a long dis- 


cussion. 


Q Nz. Wolfson, you stated thet you should teke the drug 
into account in studying -- in your study, z belizeve. In what 
way did you take the drug into account ia deciding to use the 
baseline period for control? : 


A As far as this percicular crv is concerned, the 


- 


reported action of this drvg is supposed to se upon the msch- 


anism of the Gisease here. Not a syoptoaatts ExUsge 


. 


I think that this aiso enters into cor:sideration of 


what tyne of stucy you can use and how effective your studies 


will be. For exairle, once you start the pasient on this drug, 


if it does have an effect ca the rechenism of the disease, in 


others worés, in the microcirculation or more specifically 
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effecting the striavasceularis here, ther you are going to change 


this patient’s pattern and it is going to be carried over, 


this chang2 will be carrie@ cver into the placebo pericd. 


In other words, I don't think that vou could teke a 
patient, for example, who has been on the activa erug and then 
goes on placebo and expect that that placebo tim: will accurately 
reflect the Patient's baseline unless enare hes deen reaily no 
effect whatscever from the drug, no carryover effect. 

Q In whet wey voule you expect Serc to have a carryover 
effect, if it did? 

BR If the drug effects the microcirculetion, then what 
can happen in hydrops is that when a patient gets an attack, 
when the inner ear builds up with sufficient amount of fluid to 
trigcer of= this perticular attack, and patierts apparently have 
different thresholds, but nevertheless, a particular amount of 
pressure, of fluid pressure must build up and it will build up 


to a point and all of 2 sudden a patient will have an attack. 


2423 Almost light hitting a trigger. Many patients can readily 
xeport this, that they feci a certain pressure beilding up in 
their ear and then the noise gets louder in theic ear-and they 
get Geafer end then, at seme period of time later, sonetines 
it is 2 minutes, 5 minutes, an hour, two hours, the dizziness 
starts. Tais pressuxe is built up. 

Now if a érug is adninisterec, which tends to relieve 


the accumilation of this excessive El:sid ~- in other words, if 
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a drug weze given to allow reabsorption of this excessive 
amount ct fluid, a certain amount of abserption Occurs. 

Now instead cf having a volrme up ‘to a ceztain level 
while the petient is on the drug a certain enount was ebsorhed 
and naw the drug is stepped and the patient will not have an 
atteck until he refiiis again and again exceeds the threshold 
to allew the attact: to be triggered off. me Izequency of his 
attacks and how seca after the drug is stopredhis attacks 
will recur again will éepend upon hew fast this individual 
will reaccumulate this excessive amount of endolymph. 

I think that is a very importent concept tc under- 


stand in the evaluaticn of vhat happens in a disease. 


zs * * 


Q I believe you stated previously, bat what specifically 


are the reasons which in your view make sach a type of study 


impractical in relation to studying Meniere's disease and 


vertigo as associated with it? 

A A couple of things. Number one, z went into this 
Seterty last time -~ is trying to obtain a paired patient 
Sane “ are doxting ron with a subjective response 
and° we ‘try to set severity of response -- severity of disease 
in two particular patients who have Meniere’ s disease so they 
will De paired. They will be pretty close to equal. You put 
ene in group A and one in gioup B and figure ve have an 


equivalent state. This is almost impossible. 
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“We are dealing with a subjective response as far as 
vertigo is concerned and the status of their hearing or the 
status of their tinnitus does not mirror the severity in vertigo). 
A patient can have a minimal hearing loss and a great deal of 
vertigo, or the other way around, just the opposite. 
| The severity of the vertigo is predicated ‘upon what 
this patient tells you. To one person severe might mean that 
the patient ines Some unsteadiness for 10 or 15 minutes. This 
is very Gacare to this patient. Almost intolerable. To the 
next a if they only had an attack that lasted 10 or 15 
minutes they might not even mention it because to them that 
would be 80 mild they wouldn ®t bother, because when they have 
a severe attack the room spins and they get nauseous and vomit 
and have to be hospitalized and are flet on their back for 
hours and are rocky and can't go back to work for ten days. 


s * * 


DR. ROBERT J. WOLFSON - CROSS 
2 Why use a placebo? 


A ‘Well, you have some patients who may be placebo 
responder and you want to try to obtain this evaluation with 
as little bids as possible,so you don’t know whether the patient 
is really starting on drug or not. 


Q Other an ruling out bias, can | you think of any other 


reason to use a placebo? 
A “In this Beretnivee study? 


-. @ In any study. 


A tes. . 

Q What oes those reasons be? 

A In ancthen type of study, for example, you can use 
a placebo period actually as a control to see what the patient's: 
symptology was during a period of no medication at all. 

Q ‘Why cS you believe cuits was an adequate control? 
You might navel seated it previously but I would like you to 
state it again, Dr. Woltson- ; 

A These were patients who were faving pone frequent 
attacks of vertigo and we took their number of episodes, 
average number of episodes during the periods prior to the 
initiation of therapy, or being placed in the study, as this 


historical base line. 


Q Was the base line you used in this study the 


number of episodes they had two weeks before the study, Dr. 
Wolfson? 5 7 | fe 
A 7 Yes. 
Q Would you consider this an ladequate pase line? 
ar ~ vor these patients, yes. 
Q- ‘ Take ¢ a oe at patient 15 in your sa Tication. 
on page -- . page ‘ase of Volume 16.4 of Government Exhibit 1. 
What is the base line for that patient? 
two. Two entender : 
What medication did = patient start on? 
Placebo. 
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How many attacks did he have? 
Six. 
How do you explain that? 
_ I would just say that during that period of time 
the patient's symptoms increased. 
; @ Would you say that particular patients base line 
was not predictable? | 
A I woula say that these patients on vary in their 
severity of attacks. There is no question about that in my 
mind. oe | 


f° ‘This is frequency. Not severity. Isn't it? 


Q 
A ‘This is frequency. 


Q ., Weren't you measuring in this particular study fre- 


quency? 
A 2 Yes. 


Pala yee 


Q Brficacy based on , frequency? 

A Yes. aoe , | 

Q Take a look at patient one. Mrs. G. MC. You 
stated that during your direct examination that you, thought 


this ae had ajgood clinical effect from the active 
ry Rew, 


* eadcation.: a : aa ‘ Sie ee a . s 


= ~ Yes. 7 coe Be Spas we ARN a 
You stated she had a carry sover effect after her 


first period, is that correct? “s 


van SRS fara — 
a3 
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Q What was the base-line frequency for this patient? 
; A Three episodes in two wezks. ) 3 
| Q Bow many attacks did she have on her first period 
of medication? 

A Three. 

Q Bow is this showing an effect? 

A | Well, these -- I spent some time in going over this 
particular record because as I say, I think it is very con- 
fusing. This patient had these three attacks while on medi- 
cation. This is on the first period. | 

She had three episodes. I think it was within the 
first five days that she was placed on the drug. I have to 
check the record. She had three more attacks. Then her 
attacks stopped. . 

When -- for the I, ten al or so -- 

Q a. you drawing the PEESS that the medication 

might not have acted right avay? i 


Yes. 


take a look at patient nine, please. 


‘That is her base-line frequency? 
; . ) fo 
~ Fourteen. Aiiescairotese fe Sieoees 


This is a good deal greater number than patient one, 


isn't it? 


A Yes, it is. 
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‘0 - How many attacks aia she have after she went on 
active medication? 
A None. 


'@ What. inferences can you draw with respect to that? 


Would you say the medication acted quickly? 


A "fea: 

iQ That is opposite from the inference you drew with 
patient one, ia that correct? pees: ! 

. Yes. You couldn't -- r ‘don't think you can consider, 
these patients absolutely identical. They are not eoeoture:y, 
identical. the effect of the medication is not going to be, 


under any circumstances, identical in a cross-over study. 


se & 
Q ., What happened wnen he was placed back on active 


medication? 
AL He had one attack. 
*Q What happened when placed on placebo? 
A’ He aia very poorly. 
Q te Would you say the drug during the second treztnen 
period, the active medication given during the s¢sené 
. period, aidn't have a ;C&xzy-over effoct ZS opnosea to na 
a carry-over, effect in the first? 
A. That is rignt. Even in the longi: diaal we 
a on ‘and he just never responded again. «3. <i€ very ocorly. 


He stayed on this for about another month onc continusd co 
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have multiple episodes of vertigo. In fact, this guy as been 
operated OD. | : 

} Q Let me ask you this, Doctor: Can you draw che 
possible inference with respect to chis patient that he went 
in a EE SPORe css remission for six weeks azter starting the 
‘test with that spontaneous remission having no relationship 
whatsoever to any medication he received? 2 

It is in the realm of possibility. gure. 


ee ; 
Tura now to patient 19 in your articic. 


Yos. 
what is the base line frequoncy of this patient? 
Daily attacks. | oa 

Q Now would yor cwrn to page 57 in Volams 10.1 of 
Government Exhibit 1, and I wild, ask vou: : 


sheet of patient 10? 


a Yes. 


Q Weoulé vow road the first 3 or 4.linos on paces 


please? 

A "he patient wes first secon on Septonber 8, 
a history of multiple attacks of yertico since i¢sa. 
attacks of vertigo had ne predictable Srequency eed his 
clinical course had been one of secvrrences of vertigo a> 
unprecictabie times end unpredictabie ——— At tinss he 
would have a remission and be well an€ then suddenly Iiltipis 


attacks of varticgo would ensue.? 


. #0, you don’t ik my further. 
In a stucy such as this where vou vsee the base 1i: 
history to set us your base line for yctr stzcy, do 
‘this is a procen satient to be included in this sype of 


A. Yes, pscause he was now into his 

was now haying hic wccurrent episedes of vert: 2 ~vather 

caoses ly. 
Q Prior 'to the ro wacks where he was 

how far bic: was he suffering dz: : 3 Ro you reczali? 
A No, IF don't xaccii 
Q | What do you mean by the ters on the 

Zine “recurrences of vertico at unpredictabie 

Aictarle frecuency.® Beos that mean that you can*t predict -- 
A ‘It moans that this : pericds of tine vine ts 

he did fairly vell 

become very severe snd prolonged. 
Q Did this patient ever, in his past Aictory, 

predictable course? } 


A ‘No, not in 2 true sense of the word that it 


steaGy sustained pattern. Again, I know this cuy very well. 


I should say this patient very well. I can just tell yor that 
this particuiar patient wes having a very bad pattera of 
attacks now. Daily episodes, when we had placed him in the 


study. Ee centinneé this way. Ue Gd well for 
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of time. when.we tried to put him in the longitudinal suedy, 


he wes the ona that centinued to have further episcdes of 


verticao. : = 


x*« * & 
Q What was the purpose of vour —— ef the conducting 


of the longitudinal study? The study you temmed Longitudinal. 


A I think, cf course I really think thet one of the 
more effective wave to evaluate a drug in Meniere's disease 
would be one @ longitudinal study, to ses what 
patient over a 


a double-blind 


drug is going to have en effect on the mechanisz 


to change it. 
- al 
Q So your purrose then in agreeing to conduct the 
longitudinal stuéy was to more definitively determine the 


efficacy and possibly the physiological effect of Sere. in 


2 = he ». ss : i : 
vertiginous episodes connected with Meniere’s disease. 


A Right, end I think much greater emphasis can de 


placed on that particular phase of study than on the crossover. 
I think it is meiacs os everyone there are many. meny problems 
involved in trying to do a crossover study and Zt know that I 
@idn*t design this kind of a back and forth crossover study 
specifically. This was the suggested study and ~~ which we 
agreed to do, to see what results would come of this, thing. 
Again that is why I stated in my article when I 


wrote it that there are problems in evaluating this kind of 


study. Great. problems. 


Q Again I wovicé like to ask vou this questicn: Yoa 
stated vou believe when you ere dealing with a Grug that 
possibly effect the mechanism of the discase a longitudinal 
stuéy is the best type. 

A Iithink it is a better type than a crossover stuéy. 


I don't know if it is the best. 


How about a stucy where you are only dealing with 


Yes. 


Ts, in your opinion, a longi tudinal study the best 


Are you talking ebout Meniere's cisease now? 
Iam talking ebcut any disease. 
Iican't answer for any disezse. 
Okay, let's tal ebout Meniere's disease. 
All right. | 
Would you believe a longitudinal sindy vould be the 
best type? 
a XY think it would be an excellent type of study for 
Meniere's disease. 
Q Would you think it would be the best type? 
A I Gon't know all the otner pessibilities. I haven't 


sat down to -- 
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Q Say as opposed to giving it in a aoubie-blina 
crossover fashion with a piacebo? 

A Yes, I think: it is better than doirg it that way. 

Q Pinaliy, in vows articie on pege 16 a4, you have 
certain reference meterials, in Yoluma 16.4. Before I so on 
with this particelar question, when I said longitudinal, co yor 
mean Longitrainei in the fashicn that this wes & loneitriinal 
study that you concuctes? Is that the type of longitnéinal 

5 
stuzy vou mean es being the best tyne? 

a You ere talking about the 16 patients? 

Q Yes, where the patiert is his own conircl. 

A 1 think it is a gocd type of stvdy. I think it is 


en adecuete study, yeas. 


» * * 


DR. SSREERT S. RUPPERNAN 
was called es a witness on behalf of Unined, Tne and, having 


been first duly sworn, was examined and testified as follows: 


HERBERT S. KUPPERMAN — DIRECT * * * 
.a Doctor, I previously asked you a question with respect 


to -whether you had to be an expert in a particular disease 
to evaluate the clinical design of a study. 
Specifically, do you have to be an expert in 


Meniere's Disease or Syndrome, in order to be able to evaluate 


the clinical design of a study to show efficacy of that ‘dzug? 


R TI think that in Meniere's Disease, because if its 


complexity and of the variovs components that make up the 
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Gisease and the fact also of its clinical progress, its 
- Geterioration apparently that can take mince as the patient 
ease aiong,; I. would rely upon the expert in setting up an 
experimental design for the study of drugs in this particulaz 
disease. 

Q Take an expers in Meniere's Syndrome, what are the 
quaizitications would you require of an expert in Menier ‘s 
Syndrome enlorcen to qualify him to set up a valid clinical 
study? — 

zs tf 2 man wae S serre ence in dreg evaluation, Bat 


above all, if he had exnerience in the disease itself anéG the 


response of the patient to previous drugs, that would he the 
most paramount importance in setting up a study like this. 
Q Would en expert in Menicre's, without a substantial 


experience in experimental design and drug testing, be 


competent, in your opinion, to set up a vali a experimental 


design? 


“= * * 


“THE WITNESS: An expert in Meniere's Disease, if he 
is a clinician, must have hed soms experience in the use of 
drugs in this particular disease, and: if he is an expert, it 
should be substantial experience, and a man such as this 
- woulda berable to determine the type of experimental design 
that would best fit in the clinical evaluation of the érug 


under study. 
; BY MR. PFEIFER: 
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g If he had never designed another experizent, but 
had given drugs to patients exhibiting vertigo in Meniere's 
disease, that would qualify him to design an adequate experi-- 
Mental Gesign? 
a Yes, I think it would. 

Because if I —— there are several things about this 
that axe important to point out. 

One is that the Meniere's Disease evaluation of 
disease is not based upon any really concrete objective 
medical use. You can't take blood and determine it. You 
can": take biovsy of the skin and determine what the progress 
ofthe patient is. 

Since the expert in Meniere's Disease knows the 

sural history of the disease end knows the natural outeccne 


or consequences without therapy and with therapy, that 


he would be in a position to determine the most appropriate 


design te set up. 

However, I think certainly it vould be wise and well 
if they were to incorporate the excerionce of a clinical 
pharmecolosis= purcly for his interest in the desion of 
adres evaluation itself, with the understandine that the clini- 


‘cal chermacologist can't be en expezt in determining che most 


efficacious mathod € evaluating a drug in this Gisease. 
BY MR. PFEIFER: 


Q Dector, take an expert in Meniere's disease who 
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believes that he can get adequate data to show the efficacy of 
the drug by giving 10 patients a @rug for a week and observing 
the results. 
“Would you consider that an adequate clinical design 
mae the expert -- because the man who design the study 


happens to be an expert in Meniexre’s Syndrome? 


ce Fe 


THE WITNESS: From the point of view of the clinical 
pharmacologist, a chronic disease such as Meniere’s disease 
- where the thing has been administered for 10 days or a week 
-to 10 patients it would be hard to see how significant this 
ta is except that -~ I don’t know, I don't know what these 
. data pretend to show, but knowing what Meniere’s disease is 
like, it is a distressing, disturbing disease associated with 
vertigo, with tinnitus and also with hearing loss, if there 
is a spectacular return of hearing and if there is complete 
absence of vertigo and if the tinnitus disappears ee the 
@ays he. is on this drug in all 10 patients and these patien4s 
had a preceding history of severe debilitating progressive 


% . 
diszase I would give a lot of credonce to his results pro=- 


viding that he is an adeqvate clinical observer and he is ar 


expert. af i 
If-he is an expert in the field, I would give 


erederice to his observations if these findings were noted- 


se 8 


Q. Doctor, just for the sake of defining terminology, 
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would you @efine what you mdéan by a clinician an you use the 
word in yovr response? What you conzider to be a clinician. 
a ‘A clinician, which I consider nysel£ as one, axe 
those whe spend thoir tims in the practice of their partcicvlar 
specialty in ~edicine. A clinician may have many disciplinas 


and if he is a highly specialized chap and has uzed drugs in 


his om particular fiecid I think he is protty cognizant of 
the activity in eeeeine effects of Erugs in thts particular 
: + 
patient. | 
Q Is there anv SS that vou use when you vefer 
to or if vou vara to refer to a man of medicine who concerns 


uirself with drug evaluations as opposed to a practicing 


ghysician or = clinician, as you indicate? 


_A A chap who is concerned primerily_with dzudq 


evaluation would be a-clinical pharmecol osist. 
*s* * 


Q Isn*t one of the purpeses of controlling a study to 


rule out patient bi2s? 


~A Precisely. If the disease is such that patient bias 
and physician bias may influence the results. | 


Q And placebo and known active drugs are cmtored in 
some studies to rule out bias? | 

A Of course, yes. 

Q Or at least to control it. - 

A However, here again may I just interject something 


which I think is rather important. 
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Tf you are using a drug that produces, for example, 


profound maithritus(?) and the placebo dces not produce pro- 


found maltrinis, the maltrinis is a side effect of the drug 


per se. Well a placebo study in this, unless you get something 
to achieve the same degree without having the effect upon the 
_ end point under investigation, your placebo studies are really 
for naught because the patient will pick this up immediately. 
Q Placebo and active medications are employed to rule 
out bias on the part of the investigator, too, is that right? 
A Sor 
EXAMINER BRENNAN: As a general proposition, Doctor, 
the more bias as used by clinical pharnacologists is negated 
or reduced, the better the design of the study. Would you agree 
that is a general preposition? 
THE WITNESS: A garieral proposition, I agree with. 
BY MR. PFEIFER: 
Q Doctoz, isn’t it true that patients, even cancer 


patients, can experience a placebo effect? Subjectively. By 
that I mean pet on the mdication and they feel better, albeit 


the course of the disease is still degenerating? 

A | Yes, but with cancer patients you have an objective 
measure of determining how active the drug is. The patient's 
feeling of well-being and the feeling is of no criteria to the 
efficacy of the drug as far as progress of the disease. If 


the disease is associated with pain where the vertebral colum 
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may be involved co there is compression pain resulting in 
metastasis, but the use of a placebo there and the enthusiasm 
of the investigator may make the patient more comfortable but 
the progress of the disease you wouldn’t be able to evaluate 
progressively. So in a cancer patient I think the use of a 
Placebo is immoral if you have a drug that will be active in 
the controlling of the disease. i oa 
To use a placebo in a cancer patient who is going to 

eventually die and you! have an active drug that you feel will 
be effective, this would be an immoral approach and I would 
criticize the clinical investigator very severely. 

Q What CHESS > Lf a sou the fact that we are 
Pees with we have on the use of a placebo control? 

aA Because of the distressing nature of the vertigo, of 
the disabling effects it produces end the marked discomfort 
to the patient, I think the uze of a placebo in 2 patient 
such as this realiv is placing the patient epon an unkind 
type of therepy inasmuch as the disease of Meniere's diseasa 
with vertigo has been explained as being due to pathology 
im the inner ear and the placebo effect as euch, is almost 
an immorsl approach of using a patient in an indecent manner 
much less in the way we would not even subject a dog to 


therapy that would be harnt 


I think a placebo therapy in Meniere's disease might 


conceivably have harm or affect the patient in a harmful 


manmnere 
Q Doctor, in view of that,wculd you have any ideas 


as to how long a period one could use a2 placebo in a study of 
the vertiginous episodes associated with Meniere's? 

A Any patient placed upcea a placebo with Meniere's 
@iseese and his vertigo continues, I don't think the patient 
will stay in rhea stucy very long. They are very selfewilled 
individuals, and richtfully so, and if their discomfort is 
increasing and not getting better they will be lost to further 


study and follew-up. 


s* * 


Q .: Excuse me, Mr. Land. — = ee 
’. As a general proposition, Doctor, not connected 
with any disease entity or any study whatever, could you 
explain for us why placeboes are employed in studies to 
evaluate drugs? 7 ; Ea Pea: soy Tae Be 
A. Why they are employed? ay 
Q Yes, sir. 
A Because in any type of drug therapy you may get a 
_ psychosomatic effect. Where there is a disease which may be 
controlled by the emotions to a certain extent, the use of 
placebo would be mst importent. this, I think, applies to 
bronchial astham, for example, where if one has an argument 
| with one's wife you may start wheezing enormously and then 


placed upon a placebo drug you may get a positive response 


because the emotional overlay of the drug itself, the concept 
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the patient has of the CONS of the erug may improve his 
bronchial asthma. Joi “i ge y 3 ¥ 

- "= gn @ disease such as that which you are evaluating, \ 
& crossover with placebo is most important. The same applies 
to the meneneoeel syndrome. The same applies for angina. 
However, ners ered isa disease where th-se factors are not 
#0 dstportant. and other factors are present, z am not convinced 


that placebo crossover study is thé final answor. a 


Re > DR. HERBERT S. KUPPERMAN — CROSS « « « 
2648 Q I believe, Doctor, before we recessed I asked ehecher 


controls rather than ruling out variability merely made them 
constant, and your response was affirmative, is that porrect? 
A Yes. 3 
@ Doctor, in a study which is double-blind and placebo 
controlled or controlled with active medication and the drug 
is can ome e eS in allocation to the patient, ve have -- by doing 
“that! the Anvestigator makes thé possibility of patient bias 


: 3 
nee : ye! wae. 


“ahd Bias‘ on ‘tne part ot the Sivedtligator constant, ‘dsn't eae 


me 


cosltagiial stady can you make those 


A A longitudinal study is done where you can't get a 
4 : ; 


double-blind test done so you can't rule cut the possibility 


of patient investigator bias. One must depesd tpon patient 
reporting. patient aiso reports on placebo drugs, too. If 
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Pe 
‘the patient is an accurate historian, your longitudinal study 


wat give a measure of Gis is happening. The same patient 
reports the phenomena response to medication. The longitudinal 
studies should only be done in a group of patients where the 
disease entity is of each a nature that it does not lend itself 
well to double-blind testing techniques. One is cancer, for 
example, where I would be loathe to use the placebo there. 

In a patient with Meniere's disease, these don't 
lend themselves well to double-blind procedure because of the 
chronicity of the disease, the history of its increasing 
severity or accentuation of the disease, and the variability 
under three of the triad. 

' 80 it is difficult to put a patient like this on a 
double-blind measure for several reasons. 

nee you have a patient obligation. I use the word 
Cromer ca z ‘think me is immoral to subject a patient to 


be - 
* eet 


eacehes where ‘the aio teactne “aspects of ‘the Gisease are 
severe enough to be incapacitating and most uncomfortable. 
2 My question was: Is it not true that you can't rule 


out patkent bias in a longitudinal study? 

as ry jee 

. THE WITNESS: You can rule out a patient bias by his 
aneecory, of what happened before and what is happening on the — 


ze * 


érug itself. : seh tor. ste $ he 
BY MR. PFEIFER: Riremeve tis eee 


_@Q@- There are people who are known as placebo reactors, 


A In a disease where placebo reaction =< occur 
of course it is true. In a disease such as this in which there 
are three triads, three parameters of identi fication, and these 
are things which are progressive manifestations of the disease 
itself, the placebo reactors in theory would take place very 


rarely, if at all. 


Q Doctor, how do you rule out the bias? You give the 


patient what the patient knows is the active avag -- isn't it 
true that the patient wants to improve? : 

LA Yes, but there are certain disease entities where you 
can't rule out bias. You can't use the placebo. You can’t 
use a placebo for the evaluation of a drug. This is still an 
accepted form of therapy and drug evaluation. : 

-Q So the answer to the question would be in some cases 


you can’t use a placebo or active drug control -- at least a 


You oantt « use a Souter technique. 
o "Bat the question is: _Uaing a study Like that, can you 


. 


rale out the patient bias? Sp ee 
z n By virtue of reaction themselves to the rug. If the 
patient had a steady progressive history of advancement of 
disease, which is the natural history of the disease, and then 
you give the drug and the patient tells you the condition is 


improved, vertigo is something which is a distressing dis- 
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astrous type condition and a patient wouldn't have vertiginous 
attacks and tell the Doctor he is fine because he is trying to 
have a good reaction to the drug. They will tell you whether 
or not the reaction occurs or not. Tinnitus, loss of hearing, 
or objective measures. re: aie 

Q Isn't there a psychogenic response to drugs? 

A No question about that. 

Q How do you rule out the possibility of a psychogenic 
response when the patient believes they will get better and 
knows they are receiving the active medication? 

~ A Because a psychogenic response is predicated upon a 
type of drug reaction disease. Where you have a disease that 
is associated with significant complaints, which is a pro- 
gressive disease, and these are reversed or attenuated, then 
you have a patient response and this is the 5 way you can 
do it. You can't use a placebo double-blind test of a long 
uration hecause the disease is chronic and patients will not 


os ang 


adhere to ‘the procedure. 


s ! 2 
eis By the overall response of the patient group as a 


whole, you will gat an idea of the efficacy of the drug. You 
can*t use a double-blind technique in all your clinical 
eatantlonatt you must depend upon the longitudinal studies 
for your clinical efficacy of the drugs. 


zs & & 


Q In a study that is not double-blind how do you rule 


out bias on the part of the investigator? feo 
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A. You can‘t rule it out. However, at the end point 
which is used is based upon the patient recording their attacks 
or ; What-have-you. These are the results which you record. 
You can't rale out the investigator's bias, but the patient 
gives you a response to whether he had a response or not to 
~the drug. This is what you record and use. 

Q Isn't there some interpretation or coloring put on 
the statamants of a patient? Strike that. : 

Isn’t it possible that an investigator will color 
subconsciously his nterpratncton of a patient's statement 
because he wants the drug to work? | 

ak,  dop't think there is any clinical investigator of 
‘merit wiclwaaeae ease to =~ he wants to get a proper evalu 
tion- of the drug per se. He doesn’t want the drug to work. 
wants to know what the drug does. His interpretation of 


patients is based upon his desire to know the action of the 
2653 -drugs--When-:he. asks the. patient how many attacks of vertigo 


or dizziness have you had, if the patient says 2 or 3 he puts 
this down. I can't imagine him altering these figures. 


Q ‘Doctor, isn't it well recognized -- isn’t it a well 
recognized phenomena that if an ‘investigator knows that a 
patient is receiving active drug, he may unconscicusly be 
‘dnfluenced in his interpretation of the patient's statements? 

A Yes, it is recognised. : 


Q Take a case where a patient would come in and report 
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that I had approximately three or four episodes of vertigo. 
A question and answer situation between the Doctor and the 
pecrent with respect to the severity of those episodes ensues. 
ae do you Sa out orate, bias on cae pare ot ne 


ye “2° Os “ 
Pe “tn the tenets of nose results? 


* * * 


THE WITNESS: You can't rule out the bias of the 
investigator and despite his anxiety to come up with a drug, 
he still wants to get accurate results. The bias of the 


investigator is tempered by his experience. 


zs * * 


Q Doctor, are you aware of any figures with respect to 
= percentage ‘of placebo reactors in controlled studies? 
A . Yes, I am ey 
Q ae Approximately what meraentane of the patients -- 
A Depending upon the end point you use, it may vary 
_ £zom 30 percent -- I am sorry, it may vary from 20 percent up 


toa as ‘high as 50 percent 


EXAMINER BRENNAN Ss is this end point you refer 


THE WITNESS: If the patient -- for example, pain is 
an end point. If you are talking about arthritic immobilization, 
‘there is another end point. Vasomotor symptoms in menopause. 


Headaches are another end point. Angina is another end point. 
7 


< _ EXAMINER ie she end point 4s a symptom of 
. A o-- ¢ 


E \ 
\the nese : 
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os THE WITNESS: Precisely, Mr. Brennan. But the 
average usually is about 30 percent of the patients 1 may show 


response to placebo in these various end points as r mentioned 


xe * 


. EXAMINER BRENNAN: What connection does that have to 
do with the administration of a pharmacologically inert sub- 
stance? 4 3 ; 

THE WITNESS: If ‘the patient is convinced that these 
may have this effect, sometimes it may indnce the effect. If 
the patient is given a pill show knows not why the pill is 
pivenes They may react in any manner possible. 

: Z EXAMINER BRENNAN? Is that due to the pharmacological 
action or SoSES of psychosomatic effect? : 

ae THE ‘WITNESS: I don't know how the oe 
“action expresses itself by psychosomatic activity. I can show 
‘you increased gastric secretion in a patient taking a pill that 
we say that may cause her pain and ateconfort or increase 
‘gastric secretion ease patient who takes a a just because 


“she. tilinks the pill will effect her in one way or another. . 


x * * ' 


Q@. At the clinical level. 

A As far as starch is concern, ve have investigated 
drugs which have a placebo effect and if etarch is the placebo 
there may be effect from the placebo which is not related -_ 


you must keep in mind a reaction to a placebo has hothing to 


do with the contents of the pill per se most times. If you 
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use an inert substance. It is a superentoral response tnat 
then affects other systems in the body. | + 
Q | If it has nothing to do with the contents of the 
pill the reaction observed is psychogenic; isn’t it? 
3 A It is a psychogenic response resulting in pharma- 
cologie lexpressions ° 
| Q Pharmacologic expression or clinical manttentactant 
a Clinical manifestation, pharmacologic expression are 
synonymous. If you get an increase in heart rate this is a 
.Pharmacologic expression of the drug you are taking. Whether 
, that is psychosomatic or superentoral or not is immaterial. 
Pill A, get an increase in heart rate, effect of taking the pill 
‘per Be. (Whether, this is _Gue toa direct ingredient of the 
~ pin or ciemmerenteres phenomena, one cannot decide until 
you decide until you continue to do further studies. But at 
least this is the pharmacologic: action of the pill per se. 


. Q- . Isn*t that why placebos are employed, because they 
2664 inert you observe patient reaction which cannot be asciibped 


Neo the pharmacologic effect of the drug? 


A Precisely, but remenber there is one qualification. 


When you use specific end points, I mentioned angina.. I. 

mentioned headaches. Arthritis. Vasomotor symptoms. These 
are things which can be of influence and can be affected by 
various components of the psychicof the patient which may be 


altered. When you get a loss of hearing, when you get 
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| 

tinnitus, when you get a vertiginous attack which had become 
progressively worse and these are altered by the aac and in 
so doing you can get a direct relationship and show the action 


of the drug has influenced this, 


Where a placebo study may be as I said immoral, 


unwise e 


o> : * * * 


9 Doctor, would you define what you moan by longi- 
tudinal study? ; : 

A A study where the drug is used is the same and we 
determined what response a patient has prior " the drug and 
then while they are on the drug. : 

Q Now how long would a longitudinal study have to be? 

A It depends upon the disease you are treating. If you 
are treating something of short duration, it would be a 
comparatively short study. — | t 

Q “and the contrel on a longitudinal study would be 
wee eee i 

A The patient -~ here again, the duration. If we are 
talking about something which is concerned with say acute 
piloric atoncasee ‘which is a short-lived thing, that we would 
want <-' this would be how long has this lasted. This may be 
a matter of days. How soon does the patient react to the drug 
being used which may be a matter of hours. If a longstudy . 
like with Meniere's disease, we would want that patient for : 
several ‘months* observation prior to institution of the drug 
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and then a fairly good recording of the number of attacks they 
had for. a specific time before the drug is being administered. 


Ss Tate 
ms Yes. O: ot “that Gallea a historical control? 


we Ans ‘ “ istorical control. Right. 


’ BY EXAMINER BRENNAN> ~ 
ene does a longitudinal study, as you ‘eve tae it, 
differ from patient treatment by a competent physician? 

A The patient treatment by a competent physician is 
where the physician uses a specific drug and is not interested 
in evaluation of the drug per ao A longitudinal study is 
based upon the evaluation, by my definition, of a new drug of 
uncertain action in a group of patients with a specific digease 

Q A competent physician, when a patient presents 
himself, is it ordinary practice in the field of medicine to 
take a patient history? | aot RR. i i 

a Take a history? ae 

Yes. 
Of course. 
Is this taken for some reason of diagnosis? 
“or diagnosis, that is right. 
And some judgment must be: reached as to what the 
‘condition of the eS is. 
A _ Right. 
Q And if it is a condition amenable to chemotherapy of 


any description, then I assume the: doctor would prescribe what iin 
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his opinion would be an effective agent. Assuming that the 
“condition required a period of return to the physician for 
additional Spesecrieens or observation or what have you, do 
you know whether or not in medicine the history of the 
intervening period from visit one~to the first return visit 
is taken by physicians routinely? : 
A Well, I would take a history, yes. “s 


Q Would that not be the practice you follow throughout 


the course of your treating of the patient? 

A Of course. ; | 

Q | Resuming there wasn't a cure affected, 

A Yes. : 

Q he only point of difference between that situation 
and the longitudinal study is, is it not, that at sone point 
in time you would sit down and make an evaluation of the 
drug as you have observed it in the patient? That would — 
constitute a longitudinal study in your view, would it not? 

A With a new drug = with a drug investigation? 

a Seas Seen ene tee 

=) Yes, of course. 
BY Mike PFEIFER? 
ase you familiar with the term *testinonial®? 
of course. | 
_Mbat does Ss Vastsk cot poainccs respect to ES, 
SS is where the patient is given & drug and 
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they will then tell how wonderful, how ineffective or how ade- 


quate the drug is. This is a testimonial type of response, 


x * © 


Q Doctor, did you testify that a treating physician, 


‘when a patient would come in, would take a patient's history 
. and put him on medication and evaluate that therapy during 
-the periodic visits when the patient came into the office? 


A Right. 


** * 


@ , Assume on the one hand that there is a longitudinal 
study comes by ge physician in one state NG for 
ceerecene of this question, 20 patients. The results are 
tabulated. and some conclusions are drawn. Take 20 different 
doctors ‘and 20 di trerent states, each one patient, evaluating 


the’ gama drug; who oot their results to the drug company. 
The results are put together in chart form and conclusions are 


drawn. What is the differenca? 


A The longitudinal study is done by an expert in the 


field. 

Q Assume all these people are experts in the field. 
ALL 20 doctors _in 20 Gifferent States are all exrercs- 

A -A stacy of one patient is not a very complete oe 
and I would want to see their ‘other experiences with the drug. 
The chap who had 20 patients and is a competent investigator 
and the disease he is treating is something like Meniere's, 


I would have confidence in his results. 
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Q Assume all these 20 people are competent investiga- 
tors and they submit the results they obtained on one patient 
to a central repository and the results were tabulated. What 
is the difference between that and the one clinician who takes 


20 patients and tabniates the results? 


*-* * | 
| 


THE WITNESS: A doctor who sees 20 patients I think 
is a much more adapt and better clinician than one who sees 
ony one Cee cont I draw an analogy? 
oS A chap who atts dom and reads a Dook sant secs ove 
patient. is no expert in that particular disease. But if he 
sees 20 patients and is an expert in the disease, I think he 
is gach more competent in evaluating the effects of drugs as 
such. 


BY MR. PPEIVER: : 3 


Yor purposes of my question all these panpia ate 


A An expert on one drug, it is a eatherianique example 
and I am not sure if I would consider a drug evaluation done 
in that manner. a = 

Q You find a aifference between those ‘90 oe 

A Well X find a difference that when you do one only, 
it is a rather unique situation and you may not come up with 
the precise answer. There may be other extenuating circum 
stances. 


If you are treating a group of patients and you are 
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aware of various ramifications of the disease -~- it is hard 
to. see how one can become expere in the treatment and manage- 
ment of one pattent. | 

Q Doctor, all these 20 doctors in 20 different States 
are all experts in the disease, they are all well qualified 
investigators. They have taken a history. They have given the 
drug to the patient. The pattent is seen periodically. The 
eee axe put a on that one doctor’s chart and submitted. 
ais necoeans is ‘duplicated in all the cther States and the 
information ends up at a final repository where the results 


are evaluated.- ‘What is the difference between that and the one 


doctor who sees 20 patients and follows the same procedure of 


patient history, administration of the drug, periodic treat- 


ments and assessment. 


- "You are p essuming they ext do the peavesttgatton in 
a cesta one ae bin teen eae pee ogee tients Sone Se 
ae eats the same manner. They ceeee the patient in the 
same manner as the individual physician who sees 20 patients. 
If this is all constant in that factor I would oe results 
are comparable. I can't sosik\ how 20 physicians vould handle 20 
individual patients the same as one physician would handle 
20 patients. | ‘ | 

Q Would you consider each one of those patients == each 
report by itself as a testimonial? 

A Bach individual one -- it would be a testimonial and 


I would -- I don’t do clinical investigation in this manner and 
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I would not consider this as a study. I would be a bit unhappy 


about this. 
Q Each one of these is considered as a testimonial. 
But when you put them all together, that isa atady. Is that 
al 
) ‘ Submitting 20 testimonials doesn't make a study, 
really. 1 would be ‘unhappy to include these as a study. 


— = 20 testimonials obtained in the same fashion? 
a a By 20 atéterent oa 3 


Q°. Yes. Ya ; a . 
i ». 
,« That ‘would be a unique and almost impossible situation 


4 ““@e  Aesume for purposes of the SSS 
EXAMINER BRENNAN: oy ote oe 
Are you able to respond to the question? 


THE WITNESS: I can't respond to it, no. 


s * *& 


Q ‘The author begins in the full paragraph at the bottom 
of page 2193 “No experiment in any discipline can be pursued 
without controls. As a matter of fact, even those experiments 
which the experimenters themselves presume are without controls 
are nevexcnesees controlled. The control is the basis of 
comparison and thus there is a control inherent in every judg- 
ment on a drug. _The only important question about. ne) control 
is therefore not whether it is present but whether it is sound 
as a basis for comparison on which the judgment is based.” 


See io Dg. you agree with that statement? 


X : ww. 
es ehyent; sir. ae, 


o- the author continues "It "ts tempting to use an easy 
“” 
way “Oubes to use ee has been called the historical control, 


.. 


i.e., a . recounting of previous or personal experience or 


recorded experience as a basis of comparison. Often this is 
not recognized as a control and with good reason, for it isa 
‘treacherous control. No method of drug examination is more 
‘likely to lead to erroneous conclusions because it has none 
of the safeguards provided by other controls. The elimination 
of placebo effects and bias. It also fails utterly to provide 
‘comparable basis for examinations of control and asrectwental 
groups. Only in the case of ‘a disease in which an irrevocable 


‘or unquestionable characteristic course has been established, 


and particularly when the disease is rare, is historical. contro} 


justified.” 
_ Do you agree or disagree with that staterent? 
A : I agree precisely with what he says. I would like 
to erphasise, for loxempzer only in the cases of disease which 
is-— in which irrevocable or. unquestionable characteristic 
course has been ‘established. Particularly when the disease 


is rate ds the. historical eontro? justified. 


-@ “May I rephrase the question and read part of this? 
Maybe the last part was not germane. This is in respect to 
oe ‘section of the paragraph. 


“two reasons for success of a new therapy, one, hope 
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‘and aeactation of the physician and patience and tow, 
fluctuation of symptoms in virtually every disease, even in 
cancer pationts who are going steadily downhi11. A different 
therapy is started or dose is increased when the patient is 
in the. _ trough of a wave and the subsequent improvement, is 


attributed to change in therapy." 


eas os me 708: agree, ox. rac care oa that statenent ate 


vee 


“A” yes, what he says is true, yes. 


~ 


Q og direct your attention to paragraph 13 subheading 
“controle? 3 : | ; 
the author continuees "The words ‘control and 
‘controlled® have several different meanings. Sometimes they 
refer simply to a well-organized and vell-conducted 
experiment but generally *a controlled trial’ eee when a 
treatment is Corte Soo ted there is another sxoup of similar 
patients: subject to the sane conditions at the samo tine as 
the treated sroup except that the treatnent under test is 
onitted, The —— «= do you agree with that statement, 


THE WITNESS? Yes, I would agree with that, yes, 

tifese are two different groups of patients. L- 
: —— 
BY MR. PFEIFER: , 


‘Q All right. 


At the bottom of page 723, first column, subheading 
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“The Patient His Own Control (PHOC).® 
The author continues "A disguise for post hoc 

argument which enables a investigator to omit true control 
(contrast) groups and will still retain a sense of scientific 
rectitude. The argument» ‘We have observed these patients 
for a long time and they didn’t improve. Then we gave them 
this treatment and all or many of them improved. We believe 
that they would not have improved if they had remained on the 
former therapies.°- 

*rf the observations are sound and if the change is 
dramatic and seldom or never known in the therapeutic history 
of disaasq, the observers pay be right. But all they have 


produced is a set of before and after readings plus an 


opinion. thé ‘therapies with "dramatic benefits’ have often 
ay 4. : 


been deflated iby further observation, especially by controlled 
ezials. Defenders of the "PHOC’ method may rightly assert that 
the best way, the most sensitive way to compare two therapies 
is to try them both at different times on the same patients. 
There is no defense because all they need do is devide the 
patients by random assignment into two groups, one to be kept 
on the old therapy and the other to be placed on the new one." 


-t Do you agree or disagree with that statement? | 


j 
IX agree with the statement. } 


That is all I have with respect to this. 


‘Doctor. for purposes of this question would you 
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assume that a genuine conflict of opinion with xespect to the 
course of vertigo in Meniere"; 3 disease exists? 

One group is of the opinion that a characteristic 
irrevocable course can be establishes The other group is 
of the opinion that the disease, that the person with the 
disease at some point may experience a spontaneous remission 
of symptoms for an indefinite period of time. 

Considering that, how would you design a study to 
exclude psychogenic effects of the medication or spontaneous 
renissions of vertigo without the use of a placebo or active 
control? : 

ee tape ognerey ae 

has” epontenioas cures, soulcoare have to use a crossover 
eles study. | _ But my statement still holds as to what I 
said before, oe the patient -- each individual patient | 
being followed, ‘tf they are showing a rapidly downhill 
progression and then improve immediately after therapy, the 
longitudinal study is not without value. | 

Q Doctor, early in the afternoon I asked you whether 
you knew the duration of a placebo effect. z don't believe 
I got an answer to that question so I will pose it again. 

Do you know the duration of a placebo effect in 


general terns? 


A fhe duration of a placebo effect is variable, 
| 


depending upon the psychosomatic effects of the piacebo upon 
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the patient themselves. We went through this business about 


the psychosomatic effects can induce certain pharmacologic 


changes. As a rule placebo effect is short-lived. 


Q What do you mean by “short-lived"? Could you put 
some parameters on that? A week? A month? | 
A Several days, 

- @Q $are you aware of = placebo effects which last 


~ 


more than several days? : ‘i 


A Ohy yes, “one r 
@ ‘Could you give me an wexanet of one? 
,a. Yes. Very easily. The patients, "for example, who, 
a long time ago that we did studies on angina in patients and 
evaluating the Sia ef certain of the groups: of drugs made 
‘ ease ‘co us and ore was a very famous acting family in 
ew York City know as the 2dleis and they were — one of the 
Adlers had angina and she cane in and was placed upon 8 
§lacebo once | per week and — aid eS 
@° wor how long? ry a nae 
| A Actually she was probably -- for several years. 


DR. FREDERICK W. PULLIN 
was called as a witness on behalf of Unimed, Inc. and, having 


been first duly swo=n, was exemined and testified as follows: 


DR. FREDERICK W. PULLEN — DIRECT * * * 
2740 Q Doctor, when you -- you testified before about 


severe areteianes episodes. 
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cHow do you determine whether an episode 4s severe? 

A Well, basically the severity of anything depends 
entirely on the patients subjective response to whatever it 
is that we are determining. In the determination of severity 
of vertigo, it depends entirely on the individual patient. 

Q: '..¥You grade this on the basis of the individual 
patient's response? = “. | : : 

A Yes, ‘because, for example, some patients are totally 
incapacitated by their vertigo and must lie down and can't 
move, Sees others feel ees dizzy and they are able to 
continue about their normal seoreation normal work. 


Q You testified also before about a phenomenon that 
you observed with the use of clectronystagnogranhy in which | 
a patient who subjectively reflected moderatd dizsiness had 
very tor Te indicated by electronystagnography. 

a SA Rave oe: ‘geen that phenomenon in connection with 
catia suffering from Meniere's? : : a 

SoRe Yes,°I eves The patient may complain of extremely 
casera vertigo but his objective findings are no different 
than che patient who complains of a mild amount of vertigo. 


“his is an individual pacient critsrion end each patient 


differs. 


se & 


Q ‘In your practice have you seen someone suffering 


fron yortigo who was unable to stand because of that con- 


aditicn? 
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A Oh, vee. Yes. Many times. 

Q Se the vertigo so affects balance that they are 
unabie to remain vertical. : 

A That is richt. 

Q This would be at the very enc of the scale of 
severity of vertigo, would it not? 

A Yes. This is the stage, the end stage of various 
diseases. One might use the phrase ‘end stage.” when it 
becomes so incapacitating that they can’t even stand Up. 
Prequently these patients are absolutely miserable because of 
the severity of the vertigo that they have. Even wken 


lying down they may have this dizziness. If you have ever 


been seasick, it is worse than that. 
xs * * 


Q Have you ever seen a patient experiencing the 


extreme severity of vertigo? That is, he is unable to maintain 


his balance end stay vertical? 


% Yes. 
s+ # 


Q In your expszience how long a cericd of remission <~ 
is that a proper word to usa? 

A Yes. The period between vertiginous erisodes is 
known as the reicission. it depends entirely on the individual 
patient. There is no set standard. Each individual has his 
own period of remission, shall we say- once he has established 


the disease. 
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Q How short a period of renision — I am talking 
about the very severe affected individual? 

A I have seen patients whe had diseases or have hed 
exacerbations twice a day, severe, in the morning and then tke 
afternoon and then the next day, and these are the individuals 
that usually require a form of surgery to ake care of the 
disease, to ablate the Labyrinth. 

Q You have never seen a patient suffering this 
Sebilitacing tyne of vertigo have z TEenission extending over 
a number cf days? : 

A No, noe once he has established a pattern of that 
severity, because he iz totally Rpoenacieared and in general 
this is one of the criteria for surgery. 

BY MR. LAND: 

Q Dectex, what abcut a patient who has, Say, attacks 
once a week or once a menth? Now in between those attacks, 
of course, there are periods of remission, is thet correct? 

A That is correct. He would have an exscerbatio 
which would mean that on Monday of this week he was dizzy 
then a week later he again had a dizzy episode, which he 


would term dizziness. 


He was very diczy for cbout four to six hours. Then 


again on Tuesday he was fine. He had no problems whatsoever. 


x 


Again the following week he again had an episode of dizziness. 


The periods in between are the periods of remission. 
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Q Have you seen those kinés of patients? 

A Yes, those are the most common scrt. 

Q Have you observed the psychological makeup of those 
patients suffering from attacks once a week? . 

A Yes. 

Q Or on a once a month basis? 

A Yes. They are individuals who are extremely ~wE 
hensive. They are worried about an attack. Many of them have 
had to change jobs. They are unable to -~ many of them are 
unable to earn a living in the job that they were trained 
to do because it entails something of skill, for example let's 
say pushing a button in a machine shop and he is afraid he is 
going to get an attack and fall into the machine, so he then 
taxes a lower paying job and this consequently gives -him 
problems as well. He hes to change his entire pattern of life, 
which also gives him problems. So these patients are basically 
very apprehensive about their next attack. 

Q See in your practice nave you seen any patients 
who have had a long-term spontaneous Pemteaton Boccaen 
attacks of -- between vertiginous episodes? 

A Not what I would consider long-texm spontaneous 
remission. I have seen patients who have told me that they 


had a dizzy episode when they were 20 ana at the present time 


they are 45 or 50 and that at the time they were told they had 


Meniere’s disease. 
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I don’t believe that they had Meniere's disease 
because the hearing pattern and everything aes just does not 
go along with the diagnosis of Meniere's eronasen They may 


have a vestibular neuronitis or some other form of vertiginous 


episode, toxic labyrinthitis or -- but it certainly was not 


Meniere's disease. 
Many of the cases of spontaneous remission we heard 
about were not Meniere's disease to begin with. 

Q Do you have any explanation as to how these 
reports -~ why these reports were made? 

A Yes. Meniere's disease has always been a waste 
basket term used by physicians who are not familiar with 
diagnostic techniques and with the proper =2ans of diagnosing 
Meniere's disease. It is a term that they utilize on patients 
who had vertiginous evisodes and maybe they had a hearing 
loss of 20 vesreiceratson and they got an attack of dizziness. 
Instead of making the diagnosis of Meniere's, the physicien, 
‘usually a general practitioner, sometimes < neurclogist, 
scmetimes internist, will make a diagnosis of Meniere's 
disease when indeed the patient didn't have Yenicre's Giscese, 
for lack of a better term. 

Bg know of-one case where Dr. Powler, a known oto- 
laryngologist, reported that Northing‘on (2), at the New York 
Institute of Neurological Diseases, said he had at least a dozen 


patients who had had spontaneous remissions of many years’ 


duration. 

I tried to look = the literature on this and Dr. 
Northington, it appears, never wrote & paper on Neniere's 
disease. He never included any of these cases in any paper 
that he had written, and this was purely ccnjecture, TF 
think. 

There was -- nobody could look up the diagnosis to 
be sure that these patients indeed had Meniere's disease. So, 
I think that probably this is how it got started, was that 
individuals who had a little knowledge about the disease it- 
self automatically csyumed that everybody who had a little bit 
of hearing: loss and vertiginous episodes had Meniere's 


disease. 
** * * 


Q Are you familiar with the typical course of Meniere's 


eee 


Doctor? ey 

A Yes, I am. ees 

Q Could woo just briefly onan it? 

A Well, basicaliy we are dealing with a patient popru- 
lation, and a3 such, a relatively eeenGerd Sell-shapss curve 
applies. There are patients in every area of this bell-shaped 
curve. 


The average patient with Meniere's disease --_ 


Meniere's is a progressive disease, and being a progressive 


disease he would begin having a certain specific pattern of 


vertiginous episodes. 
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He may not eee that way. Let's say he would begin 
with a vertiginous entnone today. He may have anothez one 
next month or next year. But he would begin with an erratic - 
course and eventually, because of the disease process, would 
develop a pattern of vertiginous episodes. 

This pattern then CerES becom2 specific for him. 

He may vary a little bit out of the pattern but certainly 
not very much. Once, for example, if he has established a 
pattern of a once a week or once every two yeeks or once every 


other day, we usually consider that this individual is going 


to continue this way. 


zs * * 


Q So, there are variations in the frequency of verti- 
ginous episodes as well as severity of vertiginous episodes 


from patient to patient? 


A Right. The biggest problem that you have in this 


is that each individual who has established his pattern, 


his vertiginous SErsoce may be graphically or objectively 


exactly the ‘same, = ee Z | 3 


In other words, I have seen patients with vertigi- 
nous episodes. in my office at the time they are hooked up to 
the ENG machine. They just happened to have an attack. If 


have eecseres = amount of nystagmus they have and measured 


: 


the length of the ‘attack. ee 


a 


" fheae individuals, who are totally incapacitated, 


wa 
are having the same response as other individuals who say 
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boy, -I am having an attack, but they will sit there and look 
at you though they are dizzy. Again it is an individual 
tesponse and the person's own individual makeup applies in 


many of the instancec 
* * * 


4) Doctor, lee me ask you what, in your opinion, was the 
control which was used by Dr. Rubin in conducting this study? 

A Itwas a historical control of each individual patient's 
characteristic vertiginous responses. 

-Q Doctor, how long did this study go cn? 

A It went on as long as 13 months. In ceneral the 
majority of patients averaged approximately six months or 


longer. 


Q Doctor, in your opinion, in a study ef this length, 


is the use of the historical control a valid control for the 


purposes of determining whether or not a drug is efficacious 
in reducing the frequency of vertiginous episodes associated 
with Meniere's?. 
A Yes. : 
EXAMINER BRENNAN: You will never forget that phrase, 
(Langhter.) I am sure we won't either. 
MR. LAND: I can aimest rattie it off -- 
EXAMINER BRENNAN: Do you remenber the question? 
THE WITNBSS: T reranver the quastion. 
Yes, I. feel that this is an adsquate control. 


BY MR. LAND: 


re) Why? 

A Because each of these macionts had been fcliowed by 

, Dr. Rubin for a icng peried of time pricr to discussion of this 
study and ¢re vertiginous episcdes suffered by each patient 

had established a characteristic pattern for that individual 
patient. The Saas was conéucted over a iceng peried ox tim, 

a longitudinal type study, which showed that in the great 
majority of cases, including those followed for over six montis 
time, the drug Sere had an effect in controlling the vertiginovs 
episodes. 

I would have suspected or expected that if the drug 
hadn't controlled it for this long period of time the vatient 
would have had a return of his symptoms and would have had 
exacerbations again in the seme pattern that he hza establisked 
for the preceding several months prior to the discussion of the 


study. 


So because of this, I feel that each patient served 


as his own control in this instance and the individual patient, 
when asked if his vertico stcsped while on medication, very 
definitely stated that it had. : 

Q Doctor, 2s an otolaryngolcgist whe is familiar with 
the disease and familiar with the treatment of : the. disease, 
based on the xostits that on = in the steay, ean you maxe 


a fair and responsible conclusion in your opinicn that the drug 


is effective in reducing the frequency of episodes, vertiginous 


186 
episodes associated with Meniere's? 
A I think based on the study that there is nce other 
conclusion to be reached other than Sere is effective in 


reducing the number of episodes of vertigo in these patients. 
h -_* * 


Q Doctor, in your opinion, how long do you balieve a 
patient who is suffering from the high frequency of vertiginous , 
episodes, which I will define as 1 or more a month, can be 


placed on a placebo? 
| 


| A How long can a patient be placed on a placebo? 


‘Was that the question? 
Q Yes. 
A You can place a patient on a Placebo for en indefinite 
length of time. 
Q Wnat I meant was in terms from an ethical or moral 
standpoint? 3 
A I think there is Ree eh question that in a disease _ 
such as this thet from an ethical stanépoint and a moral stand- 
point I would hesitate to Pee them on for lenger then a4 one- 
month' period. I feel very ‘erongly about this because of the 
nature of the disease. | 
The other thing is that if a partons is not resepond- 
ing to the drag that you give them it would? be impossible to 
keep them on this study. Most of these patients have seen 


several physicizens in their lifetima and the reasen they hve 
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gone to sever2l physicians is that the ‘physician preceding the 


one they are new at wes unable to control their verticgineus 
episcdes. You would be relegated te the realm of the previors 
physician if yeu didn't alleviate thei x syeptens. 
Q Doctor, what is your CRESS with respect tc whether 
{the Rubin study] 5 
this As an adequate and well-controlied invilstigation? 
A I believe it is. I feel that control in this sitta- 
tion was of an individual patiaat history and that the patient's 


pattern of vertiginous episodes ‘serves as 2 sexy effective 


control in this disease. “ 


x * * 


EXAMINER BRENNAN: Do you have any cpinion as to 
what length of time would be necessary for a patient to be 
suffering from this disease to reach a point of irreversipility? 
THE WITNESS: As I stated beZore, it is an individval, 
thing. For example, some patients with tuberculos is have 
tuberculosis and it just lies rather capes: ‘for a period of 
years and years and years and they suddenly coer in. They 
aave been coughing for ten years or five years, and they come 
into the office and by getting the usual =Sae you discover 


that they have tuberculosis, whereas other individuals will 


develop a rampant tuberculosis that within 2. matter of two 
weexs kilis them. | 

It is an individual vatient zesponse. The same 
holds true with Meniere's ginecse: Sone incividvals will stay 


in the early staces of their disease for many, ma1y vears. 
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Some will go on almost immediately to a severe disease. 

I know of one young boy, for example, wao went to 
such a severe disease in such a ener time that he actually 
hac a labyrinthectomy, even though he was a young man. 

The same holds true with other pecple who have gone 
on for years and years. They developed their Meniere’s disease 
at an early age but it continuad for years unabated and their 
pattern was one attack every two or three months or one month 
Or even one a week, | ; 

Usually, however, in individuais who have established 
the one a week pattern, it will stay like this for a long 
period of time. We base the severity of the disease itself 
on three factors -- basically two factors. 

The hearing loss and the degree of incapacitation 
with the vertigo. How long do they have it? How frequent 


are the attacks? 
Mee 
Doctor, have you reviewed the éata which was sub 


mitted with respect to Dr. Wolfson's stucy? 

A Yes, I have. 

Q How many studies were involved in Dr. Wolfson's 
subnission? 

A Two, bastcarty. 


Q What were they? 


A The first was a double-blind cross-over technique 


which applied the double cross over with active follewed by 


Placebo followed by active followed by placebo. Or placebo 


followed by active and the reverse order. 

The second portion of the study, this lasted a 
longer pericd of time. It was a longitudinal stuéy on active 
drug alone. 

Q Now, turning first a the first study, how many 
patients did Dr. Wolfson report? mt 

A Nineteen. 

Q What were the -- well, you indicated this already, 
but there was a placebo used in this study as a control? 

A Yes. Placebo was used as a control in five of the 
patients first and -- but was ces in all of the patients 
at some time a the ae . 

Q In addition, was there also a base line established 
with respect 

“A Yes. 

Q What was that? 9 

A The base Line wes the frequency ef vertiginous 
episodes in the tvo weeks prior to the institution of the 
study, althovgh many of the paciental had been followed for 
longer periods of time and the dizgnosis had beer made for 
several years in meny of the patients. : 

| Q This was also included in the base line. 
A Yes. 


Now, Doctor, looking at the first stucy, what oes 
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this tell you as an expert in Meniere’s? 

A That there is a bagic difference between the 
effects of the placebo and the effect of Serc on vertiginous 
episodes. Sere is an effective drug for reducing the 
vertiginous episodes according to the data. 

Q How do you come to that conclusion? 

A Because the great majority of patients who were 
on Sere had an improvement in their Symptoms ond a decrease 
in the number of vertiginous episodes while on the drug. 

Q Isn't it true that a number of them also had 
decrease in vertiginous episodes while on the placebo? 

A Yes, this is true. However, I think there is 
probably an explanation here. 

Q Wuat is chat explanation? 

A Tne drug wes given in the first 13 patients for two 
weeks followed by two weeks of placebo and then tvc weeks cf 
cxug and to weeks of placedc, The activity of the drug in 
creating a different pathophysiologic process, wovld have 


chenged the disease during the placebo period of tina, In 


other words, it is like the patient vho has a disease that is 
Pp 
- v 


given a txreztmen:. Ater you have treztec the dissase; then 
you have @ completely Gifferent dissase process. in thie 
instance Tf believe that the patients would have had less of 
irerronse or less vertiginovs episodes while on the placebo 


becavse of the action of Serc. It isn’t like the other anti~ 
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vertiginous drugz that ve have that are merely supprsssants. 
Drugs like meclizine and Drenmiine. They act to suppress che 
ineividual’s. response to vertiginous enisoasae they don?t 
act directly on the Gisease proccess. 

Q They don’t act on reducing the frequency of the 
episodes. : 

a They don*t reduce the frequency but they can reduce 
the severity, yes. They also, in this aces ; the diseese 
being discussed is endolymphatic hydrops, ard the -- they 
don’t act at all on the hydrogs of the endolymphatic side. 

Q Docter, besed on your experience 2s an otolaryngologist 
what results do you find with respect to the 19 patients on 


this first study? 


A If we drop che three patients who discontinuad the 
study, and that leaves ts with 16, © believe 13 of the 16 


oP vee 
shoved a mavxed improvemeat. 


Q fais is based on the anciysis thet you have 


previously explained. 

A Yes. 

Q And what results would you -- what conclusion 
would you come to as an er eogiet with respect to the 
efficacy of Sere based on that analysis? 

A hat Sere was unquestionably of valus in reducing 
tha number of vertiginots episodes in the great najority of 


patients on this study. 
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Q Doctor, in your opinion was this an adequate and 
well controlled study to determine the efficacy of a drug in 
_reducing the frequency of vertiginous episodes associated 


with Menicre's? 


A Do you mean Dr. Wolfson‘'s whole study or just the 


first portion of it? 


Q I am asking about the first study and then I will 


talk about the second study. 


. 


A Yes. 


Q _ Doctor, let me get into the second study. What did 
the second study involve? 

A Taking ten of the ee cianes who had been on the 
previous stvdy and subjecting them to a longitu@inal long- 


term followup while on active medication. 
Sere 

Q On Senn? 
Sere 

Or Saxk. 


» 


A 
Q And what results were shown by this study? 
A 


Nine of the ten patients showed a marked improve- 


ment in their vertiginous episodes. : 


. 


Q As an, otelaryngologist-~ let me strike that. Doctor, 


in your opinion, what conclusions can we fairly an@ respen- 


SD 
sgibly make from this date with respect to the efficacy. of Serk 


in reducing the frequency cf vertiginovs episodes associated — 
with Meniere's? 


Sere : 
A Sexi is an effective drug in zeducing the vertiginous 
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episodes associated with Meniere's. 
Q What do you base that on? 
A On this study being a controlied clinical evaluation 
as well as the previous study that was discussed. 
Q What is the control of the study? 
A Each individual patient is his own control and 


serves as an unrefutable historical control. 
*~_ * * 


a BRENNAN + But the dizziness caused by 
the rotation of the patient or by the irrigation of the ear 
is difference, is it not, from the dizziness suffered by 
someone in Meniere’s disease? 

THE WITNESS: Not necessarily, no. as a matter of 
fact, one of the question we ask them when we are doing the 
caloric test on a patient with Meniere's disease iss Is 
this feeling that you have similar. to the dizziness you get 
when you are having an episode or an attack? The frequent 


answer is yes, this is very similar. 


~ 


. It-ds amazing to note that these individuals will 


all have the same length of time, the same duration, tke 
same response as far as the caloric irrigation is concerned 
as other individuals, and yet they describe their attack as 
entirely different than the other individual describes his 
attack. _ They both say, “This is what I have when I am: dizzy, 
when I am having an attack of See ne ees and they both have 


exactly the sane objective finding of speed of the slow 


194 


component of the nystagmous, for example, ’and tlie duration 


of the nystagmous, eo or 200 seconds exces time of stimulation 
until fhe end Sa the nyeceutc response, they all have this, 
"but they describe their 4 symptoms differently. “They will all 
be objectively about the same’ but they have a different 


sidbjective xesponse. 


Q What resuits did Dr. Bertrand report with res 
the use of Serc in the control or reCuction of vertiginous 
evisedes associated with Meniere’s in these patients? | 

A He showee that Sere, in the creat majority of cases 
reéuce@ the frequency of vertigincus episozes found in 
Meniere's. 

Q And Doctor, what conclusions can vou fairly and 
responsibly make with respect to the results shown by this 
study? - 

A It is my feeling that the stuéy shcows Sarc to be 
effective in the treatment of Menieze's disease because of its 
reduction ini the number of vertigincous episcées found in the © 

great majority of these patients. 

Q What about the controls in the study, Doctor? 

A Again we are dealing with a uniave disease and it is 
my feeling again that ans patient served as his own contzol 
and the vertiginous episodes that he had, the duretion and the 
severity of them served as the patient's own control during 


the preceding period of observation before the stucy was 


instituted. 

Q ‘tn your cyinion, is this an oa and suitable 
contro. for & Starnes the efficacy of 2 axug relating to 
vertiginouws episodes associated with eae ores 

Zt is. | 
zs * € 

Q Doctor, in connection with adnitting a study to a-- 
admitting a patient to a study, what world you think of a 
recommendation that the patient be observed for u pericd of 


‘y months during which no dregs were taken as a procsdure 
for SERS S patient to a study of Meniere’ s? 

A I think it woule be higniy irsegular. From my own 
stendpoint Lt would be enethical, end ic would even hinge on 
being inmorel because 2 patien: who has a disdase o£ this 
sort would not stick around for six months. re you weren't 
going to give him any treatment he certzinly voula take 
sonething on his own or would go to another physi cian. 

I do believe that ss a paysicien sthose primary 


responsibility is to the patient, thet I covld not morally do 


that. 


DR. FREDERICK W. PULLEN — CROSS matinee ; 
Q With respect to Dr. Bertrand’s study, you said that 


in group 3 you found certain correlations between the - 
objective and symptoms as reported by the patient and objective 
readings on ENG, electronystagmogran; is that correct? 


A Yes, that is correct. That is chart 15. 


Q - Incidentally, do your notes state the numbers for 
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which you found a correlation? I believe you said that in 
all but 12 SS was a direct correlation and after that -you 


as t 
-- 


broke it dwn. 3. : . 7 
A Yes. The exact numbers -- for example, the patients 
who had a subjective change, they said they~hac a subjective 
change, and there was a significant objective change as 
exatuatedipy pr: yortrand,,3£ you look at table is on page 200 
in “volume Led. you “ill notice teat patient 1 had subjective 
changes. yes. ra ’ Objective - significant objective changes, 
yes... Jrhis is a correlation between subjective changes and | 


cexccive cianese The patient said he felt better and the 
diract objective changes that Dr. Bertrand was able to 
determine vere. that the responses which were hyporeflectiva 
became more normal. This concurs with the marked objective 
improvdment: of vertigo. Actually he meant subjective 
improvement of vertigo there. But the -- if by counting up 
‘the number of people that correrace the yes, and yes, we 
come’ out with 28 out of the 54 patients that are Listed. 

Now you notice that the numbers go all the way 
through 60. 7 ‘However, there are a group of patients which ave 
been left ones notably 53, 55, 56, 59, ae I think one or 
two others, I am not sure which ones offhand. Sao 


Q the heading of this table is “Correlation Between 


Subjective Symptoms ahd Objective Evaluation of Vestibular 


Function." 
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What were the objective tests performed? Do you 
2 hers | 


Caloric! tests. as well as rotational testing. 
z *e& * 


Fine e 


bo Nene are the-tables this is where we want to 


be. You compared the 28 with — 


a You put the left ear -- - let's use a chars ‘dn your 


“ 


‘mind, for example; You ae left ear on one side and right ear 
on the other side. | You compare the velocity of the slow -phase 
with the velocity of the slow phase on the other- side. On 
the left ear we have 28. ‘On the right aide we have 28. In 
the retury phase we ONC 2 Le and on the other side we have 
_ 853: oats of iyStagnous is 200. That is probably seconds , 
since ve usually figure it in seconds, and it is 110 on the 
right., The ceeqmner is oe on the 3 left and it is 1. 9 


‘on the right. ; 
Now,’ “after one ‘aoe = WET ma ons ‘$y have— 


simply laid it out like this so that you can compare at an 
instant glance ine left ear to the right ear. Then at one 


“month we do the same thing. VSP is 18. VRP 65. Duration 146. 


Frequency 1.5 ; 
on the other side,on the right eax, we pbave VSP of 


\ 
8. EP 65. Duration 103. Frequency of 1. 5. : 
3 


the two-month history then you again onare and you 


vould have VSP of 6. VRP of 57. puration of 180, Frequency 


On the other side you would have a VSP of 10. VRP 


of 50. Duration of 150. Frequency of 2.3. 

, Row comparing parameters, let's say ~- I don’t 
iowa ulreets ear in this patient is the affected ear. I don't 
know. As I have stated before, you can't tell from just — 
one test what oor fs affected: nor can you make the diagnosis 
from just pne teat, so Xiwould have to put together el 
examination of this patient as well as the responses, audiometr.i 
audiological responses of this individual 25 well to determine 
which ear this patient has that is involved before I could make 
¢ acca Ss st ge Saget the full meaning of these figures. 

that we aves FT) ae 
oe ~ this basically is how we arrive at it but. would 
bave ‘to know.a little more about the ear, the patient, before 
“yf could give you a meaningful ‘interpretation of it. 
a 5 BY MR. PFEIFER? 
So When you reviewed Dr. Bortrand's data, did you go 
through this tablo, teble 8 at page 18) of vine 17.1% 

A Yes. Superficially. But you see I didn’t have 
the individual record on each patient. Also the other thing 
is that there ia another table -~ tadle 9 there: As the rotaxy 
testing for these panes is exactly the same sort of thing. 
VSP and VRP at 1 degree pex second, 3 degrees, 6, that base 


line. But you see, this is -- it is impossible; for an 
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individual who does not know the entire physical as well as 
aduiological results to > interpret meaningfully this Donen | 
that takes place. : 

For: example, now he said in his correlation between 
subjective aeneons and objective responses, he said 
patient number i had subjective responses. He also said 
there were significant objective een in that the responses 
which were re hypoieflexié 5 tend to become more normal. 

If we look here, for example, in the right ear, if 
it ware the right ear, the responses of grequency of 1.9 on 
the right side comet to the left side pet 2.2, this is 
less of a response but ‘you are dealing with a number here 
"that te apt to: vii. Taio mmber ie apt to vary.in « normal 
individual oy one-tenth or two-tenths. Sag eee 

Se you must look at “the nate picture. ; 


“what he says is here is that it was hyporeflexic. 
The duration, for example, in the right ear was 110 as a- 


control. The nystagmous itself was -- the frequency was 1.9. 
| . 
This, after two months, changed to 150 and 2.3, which is 


closer to normal, the base line value of the other side. You 


e 


see, the base line of the other ear. — : 

Now it became more noxrmal. If the oars i£ indeed the 
right ear were ‘the ear that was involved, ents as how one 
vould read ies” But you see <= 

Q Go ahead. os 
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A You have to know the whole neers before you 1 pat 
these together in a meaningful manner, -_ : 

‘He has coupare: in his summary all of these. It 
would be much more meaningful for me if I could see the ss 
patient’s complete chart to know exactly what happened but I 
must assume because Dre ‘Bertrand is a physician of compatencs 


and is wert SRE within his field that nat he has done is 


. ~ - es 
correct. , SiGe saeccee 
ows U 


EXAMINER BRENNAN® Doctor, tell weit? you wiil, 
what is going on with patient number 1 in_ fable 8. What 
phase of the study do these figures reflect? First, second, 
third ox ages ee ae | 


Mee 


ot 


THE winiisss It says group 3 right at the top. 


Th > 
=, 


pe --ggucneme BRENNAN» SO patient number 1 is 1 of S0- 
‘ some in the ‘doagttuainal study? is that correct? 


‘mt WITNESS» Yes, for txo months. This. is borne 
out ‘by the fact he only follows him for two months in the 


chart here. _ ; | oor 


i EXAMINER BRENNAN? Which ear <= in other words, 


these patients reflected on table 8 are receiving Sere for a 


two-month period. 
i / 7B WITNESS That is right. They have a control 

base eee value followed up by an ENG that ncaa aarenemad one 

month later and after another month on Serc they had another 

ae fy 


: ' Serpent tac 
ENG: ; fi Some | 
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“EXAMINER BRENNAN > “AS efor as table 8 is concerned, 
vhat is the control here? races ort = 

THE WETNESS > Base line value. It says control 
een here This is before they started eacoe | The individual 
who walked into the office with a history of dizziness then 
had an electronystagmographic test with caloric study done 
on both of his ears any ae was not under the influence of a 
and was then given a one-month prescription Zor sere. 

Following this one month he weno had an ENG: done anc 
was given another month prescription for- Serer Following the 
second month he came in and had his third; ENG performed or 
caloriq test. eee 3 : 7 


& et alle 
EXAMINER BRENNAN» From this data, can you determine 


which ear ‘as° ‘Anvolved with producing the vertiginous episodes? 
‘EE WITNESS » aa I have stated before on several 

occasions, rt “cannot tell from this specific data alone. As 

a matter of fact, I have recently, this week, exhibited a 

scientific exhibit on vertigo and the oes evaluation 

in the American Academy of General Practice to teach 

physicians, general practitioners, about the neuro-otologic 


evaluation and the most important point that I make in this 


entire complete display which includes movies and everything 


@lse is that the very last panel in it is that no @iagnosis can 
‘be made from one test alone but all of the things must be put 


together's6 that you can™ come: up ~with-a- definitive diagnosis... 
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Although it is possible, in a >atient with Meniere's disease, 


to make the diagnosis of Meniere's disease on history 
alone in some instances, and if you are not satisfied with 
just history iene: sometimes a few little simple tests 
like audtometry) is done. 

When’ I he disstepavetexasseetus as being an 
important sajeece to our diagnostic acumen this is true but 
eloctronystagugraphy isa rare test that is seldom cores 
pnere are only two ENG machines to the best = my knowledge | 
in the entire. State of BR EES One at nee University of 
Eloride and the other at the University of ‘Miami, where I 
have oe so this = not aS common test nor is =e indeed 
necessary .for the: “diagnosis of Meniere's disease. 

ee mig Guesticn you asked earlier, I think you said 
a definite diagnosis, and for that reason I felt it was 
-{mportant that it be for a definite diagnosis this is what 
we would use though the diagnosis of Meniere‘s disease can be 
nade on history as well as ela together the —— test of ; 


‘audiometric evaluation.’ 


zs * * 


EXAMINER BRENNAN» But your opinion is that from the 
electronystagmography examinations you are unable to conclude 
which ear is ACS in the Meniere's ‘Syndrome. 


THE WImESS » This is true because Meniere’ s disease 


Pia 


Se the patients with Meniere's disease may have. a. 


normal ENG and may have a ndoxm&l~Caloric“test."'As a matter.’ 
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Sere 
of fact, in-the early disease it is frequently -nornal, 


especially in between attacks, and then there is -- as the 


‘isease iprogrebges it. will’ become hypo~active. posers Se but 
ia a wt ° 
in sone instances, it can become hyper~active. 


x» * * 


- EXAMINER BRENNAN: Now these eye motions are involun- 


tary, so to speak? ib ene x 


- 
- 
et 


+ THE WETNESS "Yes. They are involuntary but they 
are under the possible control of the central .nérvous - 
system. --The- possible control of the central nervous system. 

For example, I nave a patient, ne of the normals 
I have eo is yens up our laboratory, a medical student 
that we: ae do these caloric tests on and at any given momen 


Ir would tar fim okay, stop the nystagmus and ‘he would stop 


the nystaguits Fight then, © --7 ee = 


a; ‘would say count backwards” £zcn * 2 hundred and ae 
goon a8 his mind was occupied doing something else he again had 


t 
3 


nystagmus. —- ee ee 
. BXAMINER BRENNAN: This is under some ‘type of 
stimulation to cause the nystagmus? —— 
THE WITNESS: Yes, caloric in So SE right, which 
is this. By cooling off the inner ear you create a current as 


y 
we talked about pefore without being repetitiots . 


xe & 
Now this nystagmus from injecting cold water in his ear, which 


is what he did here, lasted for a certain length of tine. = 
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seme 


rt ‘lasted 146 seconds with cold water in the left ear as a: 


control, 
i On the first month it lasted 120 seconds. In the 
second month it lasted 170 seconds. The frequency, siven a 


ten second period here, how many beats of nystagmus did he 


o 


have? One, two, three, four, five. This is a per-second analy- 


cae 


sis and so’ therefére he had 2.8 beats in-a given second. 


Okay? 


A This is the part hardest for any physician not 


t 


dealing with the patient to interpret. We tried, for example, 


to send some ENG tracings around to friends in the country 
t 


and it became extremely difficult to interpret. 


* * & 


-Q.. + Doctor, what would be considered normal? A balance 
between Feo ears as reflected in the nystagnus? 

A. In a a given individual, a balance is preter sed, yes, 
but with a patient who has disease, we have to compare then 


with the general broad concepts of what is eae and we 


—— 


again, ies normality, we have a berl_shaped Curve where some 


individuals’ “slow. , component will be down here at three and 
¢ 4 
others yi be ~tp here at 33. A Bees ¥ 


be 


I have known some people who havé absolute normal 


healthy geben 8 to nave; ‘slow component speeds of 40 and 
even higher. So "that it Gepends entirely on the ae 
: ? 
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the Come ences under which the individual is at the present 
time 4 how — his disease is; what other findings do you 
Rave such as ‘audiological as well as 2 history. These are all 


important. 

Q- "From the figures as they appear here, are you able 
to dstaceane oe = core / CSR whether there is a returr 
to normalcy? ie 

A Using variable parameters, it is bard to say because 
I don't know whether or not the right ear is more affected than 
the left ear. You see, it says bilateral but which ear is 
worse? oo! =e 

Now sien the patient who has a Meniere' s disease, 

if r ‘were just to be given this. I would say roubhiy that this 
individual has his left ear more hypoactive than his right 
ear. He has more ‘of a disease, more hypoactivity, because 
putting all’ these things Rocether such as duration -- this is 
the duration of response. You put in exactly a known amount 
of water, stimulation, and you Siete out of it t whatever ‘mileage 


Lae can get out of it. 


teow. In other words . whatever response you gat. In this 


instance +he got 4s. welt ue is a little low but == is 
approxinately normal. = Se : . 7 
Socom Ron - 
A Based ch this one over here it-4s hard to say. Now 


what has happened here, for example ‘in fréquency, the frequency 
wee 2. Awhich is 2 approximately normal, es it is a little 


2825 
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‘bit high in nis “Instance. For this individual it may be 
a owe =. an ¢ . ees a on 
normal. * ee Se it is we ne ora Ban : 
Pd ve - See : 


see Now what about the hot water? Here we have 0.7 and _ 


2el.- This BirtousYy has increased to what would be a more 
ore response. Bere it went from 146 to 170. ‘Therefore it 
is a more normal response. | a 

Now as far as the hot is concerned, in the frequency ie 
or ‘the duration, it went from 110 which is normal to 80 which 
is normal. (It went from 100 to 85 here, which is roughly 


normal. . 7 = SSS 


Q But take the duration in the right ear.- That went 


from 172 down to 100. 


“A Right. 


Q Ts 100 still within normal parameters? 


‘A =-:- Tt 4s, although it would appear that this is a little. 
bit out. However, his eceanener is about correct, 2.2. It ; 
started out low and went up to 2.2. We are dealing here with - 
a vary nebulous thing. It is hard for somebody who is not 
feniliar with exactly how he read these to interpret then 
exentiee although one must assume that from his data and his 
correlations that: he dia’ ee correctly. _ 

| This is not -~. ‘the correlation is not something that me 
is done ,by every. physician. For example, every “physician 
doesn't have an ENG machine. The good majdrity of trained 


otolaryngologists, as a matter of fact, don't, nor do they need 
\ 4 .’ fe ° 
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them to make a diagnosis of Meniere's atscusesl 


as Wo, correlate objectively, as he did in half ihe . 


cased, eaproes findings as well as improved objective findings 


cabgeettes and objective -- is something that needs to be done 
by the physician who 4s doing the test. It is very difficult 


for somebody else to come in and interpret. 


zx * * 


Q. without this other information, Tf take it, we are 


left in the position that these figures -- 


, A May agree or disagree. These figures, themselves. 


‘What you're trying to do, if I understand it correctly, is say 
that here we have a figure. Let's make sonething out of the 
ietguret I think it’ s mach more important to make sonething 
out of the fact that the patient is no longer dizzy. This - 
‘4s much more important than 100 or 130, because we are not 
cress figures. We aed Sees Gace 
EXAMINER BRENNAN? os what value, then, is this 
type of objective testing? ! 
THE SS Basically. of not — I don't 
Necessarily moe --1f don't use electronystagnographic | 
testing, in every patient with ‘dizziness, because ‘basically 
you can make a diagnosis on many of the patients SSeS it, 
and the great majority of otolaryngologists and ‘otologiats 
don't have access to these machines. This is a research tool 
pe SAS is being ae in a clinical situation and may 


i “« — 
or —. not shed eS én a picture. ie 3 : iF 


208 


EXAMINER BRENNAN: ‘Then how strong is the correlation 


- 


that ‘Dr. Bertrand, reached? 
~~ > . 


s 7" qe WEINESS: We already decided that it correlates 
in about fifty percent of the cases, and that in itself means 
that it isn't very strong as far as correlation is concernes 

EXAMINER BRENNAN : ‘Well, you reached that conclusion, 
did you not, by totaling up Dr. Bertrand'’s comments under 
his correlation column? 

THE WITNESS: Yes. _ 

EXAMINER BRENNAN: Did you check the accuracy of 
br. Bertrand's conclusions? ; : 

THE WITNESS: tn a couple of cases, of instances 
where I went in and did just about this, as weltias putting 
in tne rotary findings as well, just in a superficial way. 

But. you see, here is the thing: You can't do it 
from the pure figures alone. Sometimes you have An look at 
the complete record. I think this is what we do more often 
than not, is that if there, vane question on a patient -- for 
example, on this patient, r can see from this alone that there 
is a question of tha figures. How do they stack up? 1 


would want to look at the complete record on this patient. 


s * & 


“AD 2.8,: 2.7. This means for some reason or other, at 
the point of i he had something going on that gave him a. 
lesser frequency in that given 10-second period. What? - I 


don't know what. It's possible he had central saonression of 
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his nystagmic response. For that reason, this is a test that 
can't be used in a totally objective fashion, and with total 
representability, shall we say. In other words, maybe 
yesterday his great grandmother died, and you did a test on 
him and the. following time he is perfectly okay, he is not 
thinking abone anything, Gnd you set up two different patterns. 

‘But, as I said, you have to take be entire record 
into view,-.as.well as the record of the patients 
Q What SENSE. if any, tpon the reafings obtained with 
electronystagnog aphy would the fact that a subject was taking 


vw es “ 5 is oe 
a “tus depressant?” 1 te ase sa rat ms 


a : You outa get a depression. This we know.. CNS 
depression would have an CES a all of these, =o it would 


‘Geoceae the aes picture. ag ESE 

Q- Are there any other CNS stimlants | that would react Ap 
an ‘opposite fashion, elevate the -- | 
ae se Usually. ; 

Q Are there other medications, Dramamine and Antivert- 


would they have any effect upon the -~. © 


A | Yes. You already asked about that. Arsut depress- 


ants. They are a form of depressant. 
-. BXAMINER BRENNAN : In relation to this aren, 
normalcy -- could normalcy be considered the control period? 


THE WITNESS: Every person who has on EN apparatus 
f 


must establish Snecma for his own seperacolYie because there 
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are certain oases that go or in a laboratory that can change 
Sour resnqeee SE example, I do know of one laboratory that 
had its ENG SES, sitting up right next to a large computer, 
and on. the left ‘side, whenever they stimulate the side closest 
to this computer, that was clicking all the time, they got a 


different response than they did on the other side of the 
patient. Always. They got a different response. 


So they turned the patient, and then they got a 


normal response on both sides. 


But it's important for each laboratory and each ~ 


clinician who is doing this to establish his own norms. 


x * * 


EXAMINER BRENNAN: And these normal parameters will 
vary with each laboratory? 
THE WITNESS: These normal parameters vary with each 


ahoratory, and will vary with each individual that is tested. 


* * * 


“HE WITNESS: That is right. They felt better or 
didn't feel better. Or they had a moderate amount of dizzi- 
ness before and of a minimal amount now. It had nothing to 
do with comparing two patients with each other. It was 
purely the individual patient. 

EXAMINER BRENNAN: Comparison merely of the subjec- 
eee responses of any given patient over the one Een of 
that patient panered to another response of that patient 
compared to another response of that patient, however’ long 


that might have gone on. . = ae eats 
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THE WITNESS: That is correct. This is the classical] 


a 


historical type of study where one patient says I had a head- 
ache. I took an aspirin. My headache went away . ‘ 
x * * 


DR. WALLAC=S RUBIN 


was recalled as a witness and, previously having been duly 


sworn, was further examined and testified as | follows: 


zs * 


DR. WALLACE RUBIN — CROSS 
Q Doctor, I hand you volume 13.2, page 219. . That 


appears to be your treatment chart for patient I.P.? 
Yes. io 
Would you read what you have, the dates and the 
beginning on the lst or the 5th of January 1966? 


The 5th of January 1966? oe : i 


“Yes. 


A There is a treatment period of 12/18/65 to 


2/19/66 on page "219. 
Q What ‘medication + was given during this time? 


Sere. 


The next treatment date is -- 


‘ 


0: > 0's? 0 PO YP 
? 


SUN ee = sf 


Yes.” mat was givén during that period? 


“> 
- As 


ke eae fae os ~ mae naeN 
~ Placebo. | eo oe 


What was the date again? 


oe OEM Owe 


r believe your ques Son was Sanuary,5, “66? 


"I am sorry. Would you start with this date and 
x * | 
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sfeid, me what treatmdat, petted that is (indicating)? The 
‘tizet treatment? periéd would be - ES a 1965. Is ‘that 
seorrect?“~ aa ee es é 
ant xt looks like aon 4, '65 on this. 


Cc. aViiat ‘medication was given during that period? 


Tee eS “that was the initial visit. That would have been 


ee teeny 
: ‘Ten the next date is August: 257 


A. I ean't read that on this copy. It is something 


4 
slogte 


25th, 65. : 
ae What. medication is listed? 


ry 


he next Srancnant jperice is? : 


ays. as = 

“wnat medication? 
‘sere. Es 
e The next ceatnene ; pertoa? : 


«cow? = 


12/18. 


ST eps eT ge Fee oe YY 


ooo Wine is the. medication? 
= Sere. eae : aes ot a 
. et o-. ate = % 


The next treatment t period « would be? : : 
© aye x ‘b . 


stan fe omer at 


mat ie ‘the medication there? , 4 See 


Ses aa AS ale Har Se ea 
ene + oe v 


A- \. 4/6. 
@-- Pas yas ‘the treatment given? 
ie Se _ Phacebo.. a 


+ 3 4° 
t in a * » 4 
% 40 : | Baetor, I hand you volume 10.2, the chase for 


Patient I.F. and I ask you what ‘the treatment | period for 
ebrosry 19, 1966 is? : 
EXAMINER BRENNAN: What page is that? ; 
MR. PFEIFER: Page 26. Excuse me, at page 34. 
“Scie WETNESS: Placebo. ees 4 = 
BY MR. PFEIFER: | 
> And the following treatment period is what date? 
oA 4/6/66. Sere. | : 
Q : Does “that information correlate with the sapsraneta 
in volume 13.2?' ar = es pee a: =k = ee 
A .° No. There seems to be a reversal. : 
~@ Are you aware of the reasons why the treatment 
periods seem to be reversed there? | 


A, ss I have no idea. 


Q with respect to the treatment period ss6/66, 


wera ‘there any attacks of ‘vertigo? 


A -Xes., Soe 


. et aes 
SQ. Were. enete any “attacks of vertigo, -- 
SS a which Volune: now?” 


e “e 


a both” volumes? 


tes, in both ‘voluses there ‘was, ie perioe, 
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By, 2 tor ssinedd, fwo. for. nausea and one for tinnitus. 


; For’ she jtato February 19, 1966 is Snowe any 


mg do: not. Poe, ease ee oh ap eee aa 


Ss Do you know who filled out these treatment charts, 
= Bo : ‘ .¢ . 4 . . ~ 
I did. | . 
cee EXAMINER SHEERS Doctor, do the blood pressures 


coincide as recorded at Page 219 of volume 30. ae and page 34 
of el 10. 22. ee sins a ies aa - 


THE ‘WITNESS: _I.do not have the volumes in front 


Tare 
Me . 


of me now, = : eee eee 
_ EXAMINER BRENNAN: ‘Let me show you the eeegriever 


THE WITNESS: qt: looks aS the April 6 coincides, 


but 112 over 78 in one ozone of 2/19 and it is 110 or 112 


over 78 on ‘ans. _ I can’ "e read that completely. - It may be 


112 also. CL ie ee ee eee) 


* EXAMINER HE = Continue working back towards the 
sértier 2 whe as oS ¥ aoe FE . 
ee ae aoa “aHE wrme’ss: a coincide. Thege coincide ‘ 
(indicating) x "These do and these do. # i 


« 


D 
“EXAMINER BRENNAN: Do you have the original of 
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chess sheety in “yoke | officer Doctor? I have the original 


now “ares application: and there appears therein at these 
pages we“have teen discussing, which appeared to be xeroxed 


- 


SHE WITNESS: i. believe 80. 


*s * * 


Q Is there any way you can determine comparable 
severity between patients? 

A No, there is no way. Thet is the point oz the 
discussion as far as Tt am concerned. Patients have their own 
severity, it relates to their own problen. it is part of the 
vestibular mechanism. That is the ees : 

Q I take it that there is no problem with respect 
to comparable severity in longitudinal studies? 


A Not if you are comparing the patient to himself. 
x * & 


THR-WEENESS> Woaat 1 was rerezring to in that state- 
ment I believe it is out of ponent somewhat but the general 
concept is there, and that is in exder to evaluate Meniere's 
disease in a double-blind fashion, I would at least like to 
be able to keep the patient on the drug avon placebo for 
two, three months at a minimum to get any kind of a real 
information as to what an active drug might do. If in fact 
you look aS: it for two, threes four, six weeks, as has been 


done in some of the studies, there is some information there, 


but it is not concrete enough for me in my understanding of 
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the disease process and the overall picture to arrive at 
definite conclusions over the long run. 
There is information there, but it is not my personal 
philosophy of thinking about Meniere's disease. 
BY MR. PFEIFER: 
Q For a double-blind study, what would you consider | 


to be a minimum length of treatment period? 


A I wouldn't consider studying Meniere's disease 
in a double~blinc fashion. Wo minimums. Not with a drug that 
theoretically or actually is chancing the mechanism or 
doing something chout the disease entity. 

Q In your opinion, would a double-blind study for 
vertigo in Meniere‘s disease be an inadequate study for evalu- 
ation? 

A No, if you are looking for symptomatic improvement 
in the episodes of vertigo. Yes, you coud use a double-biine 
study. But in a disease entity, es in this one, where there 
has been evidence and theory for process changing, pathology 
changing, to me cere is only one way to study the: disease 


and that is in a longitudinal fashion. There may be others. 


But philosophically, from knowledge, this is my concept of 


looking at it. 
Q Specifically for the drig Serc, would you feel a 


double~blind stucy would be inadequate? 


A It would give information, but not the information 
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I personaily woui.d be looking cae 
Q  . Should the patients be on the study, for three 
months? 
A That isn*t the point. The point is| that. you run into 
the difficulty of the term which I don't like that has been 
used here, let"s use it so we will be consistent, carryover — 


: ae 
effect, the question of whether in fact because the patient 


does not have more symptoms during placebo, is that in fact a 
carryover of the rug and you get inco all of the other 
difficulties thai have come up here in these proceedings. 


I think that makes it inadequate. 


zs * * 


Q Dector, in the same volume, 13.2, would you trxrn to 
page 231, patient a.P, 

A Yes. 

Q With respect tc Curation of present Conaieton five 
years, does that again refer to the number of, to the par- 


‘oxysmal episodes of two per month? 


A That refers to the period when his episodes were cn 


this: stable course. I think the discussion = the last couple 
ef weeks indicated that the patients arrive, even theugh they 
have Meniere's Disease, arrive at their reasonably stable 

level, if they ere going to have one of frequency at ee 


and that refers to this particular period for this gentlemen. 
s 2 & 


Q Of these patients who establish a pattern, how 


many, if you can tell me, go into an irreversible stace? 
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Into irreversibility? 

Q Yes. 

A The only way I can arrive at that figure to be 
anvwhere neer accurate for my own patients would be to tell 
you how many suxgicai procedures £ have done in Meniere's in 
say five years. It is probably 56 patients out of 2,060 
if you sey irreversible. Now there are gradations from this 
stable kind of situation to irreversibility. I don't know 
how many those would be. Y 
Q If you can give me some kind of percentage, how 


many of those who have established a pattexn would remain on 


a fairly constant pattern? 


A In the 60 to 70 percent group. Say constant 


pattern -- it may be getting more severe and more frequent 
gradually, but it is still.a reascnebly constant pattern, one 
you can predict, one that you can. study. 

Q ‘With respect to this business of patterns and 
irreversibility, I take it this is -- is this a well recognized 
fact among or to laryngologists who deal with vertigo and 
Meniere's Syndrome? 

A I think it is well recognized. This is nothing that 
is‘reaily fact in medicine,’ but it is well recognized by 
people wno sea numbers of Meniere's patients, ves- 

Is there literature on this? - 


I think the best literature on this is rather 
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clearcut and Dr. William House's monograph on acoustic 


neuronymy, when he talks about the aifferential aiagnosis 
between Meniere's and acoustic neuranoma. : 

You have to recal2, when you speak about literature 
in this disease, this disease »ike many others in medicine was 
in the doldrums from the time it was first described by 
Meniere, until the lest ten years when we nave hed xenewed - 
interest because of new techniques for studying it, like* the 
electronystagmography, which you saw was quite complicated and 
not definite. But it is this kind of tool that has made it 
interesting for veople to study and ares it possible for 
us to know this. So we are looking at the patients more 
closely. There probably aren't 25 physicians in the United 
States who spend that much time with this disease. That is 
the difficulty. : 

Q Prior to say was it ten years m= it came out of 
the doldrums, prior to that time was it recognized an estab— 
lished pattern would come to exist? : 

A There were people who wrote and talkea about it, 
mostly in Giscussions at seminars. Meniere's disease was 
not that interesting to people to write papers or talk about 
it. It was included in every textbook, put as far as symposia, 


lectures, on this disease, it was not ‘a commonly sought after 


subject. So the textbooks carried the opinions that were 


written 150 yeas ago, just like a lot of otner diseases. 
*s * * ' 
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i “ec Q. _ Would there also be ‘that type of bias on the part 
- of a ‘patient “that mutters, from Meniere's? a 
AAs Rh ". “ghexé could or could not be. Sometimes the bias 
on the’ part of the patient works in the reverse or is in the 
reverse. Not’ just in Meniere's, but any disease. Some 
pecers enjoy i11 health, so to speak. 
° ss Generally speaking a pectont with Maniere's wants 
to. Amprove. ts that correct? 


oe Generally. : oa s ss es ais | 
fg.” with respect to a patient who is in an open study, 

and by Sine I mean knows, what medication he is receiving -- 
“ A The patient now? 


Q : yes. : 


‘How do you rule out that bias or that subconscious 


desire to improve? _ 


A es _ You don't. rule Ges the desire to power but there 
is a Limit to wn a patient's physiologic mechanism wilt do 
for him because of his: bias when he has a chronic disease that 
he has -had for -months or years. You don" maintain a patient 
on a bias ox on a placebo and keep his imgrovement for 3, 5, 
ey 8, 18, 12 i ths, not with Meniere's disease. 

ae 


Q What, in your opinion, is the length of time that a 


x. 


patient coup ‘have a psychogenic or placebo reaction? 


) 


yea Fthink most of it ia within two weeks to a month 


Necioas sunk at the beainning of taking the medication up to 
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a month. I don’t think there is any set Satee But it could 
‘be up to a month. There nave been a tot of studies done, I 
“don"t think there is any definite proof. But ately it is not 
‘a prolonged period getting over the month. If you follow 
patients who have cyclic diseases or remission exacerbation 
Disoasea they just don‘t persist that long. 

Q xt 4s your opinion then that placebo effect for a 
‘patient who suffers high frequency vertigo in Manieze! 8 would 
be from’ | ve weeks to possibly a month. a eu 


a i. We are ee about bias. We weren't talking. about 


placebo. saad : 


werae 2S StS swe 5 oak oa 


oe _ Welly can bias be translated into a placebo 


A ‘Yes. Sees ase Be : = | 
Q : What. ia the maximum Soece of time, in your opinion, 
that a patient. ees high eae oen cy vertigo in Meniere's can 


oN a Placebo ‘feaction? Seceee 2 
a tn any one patient? It is See the same range 
we have talked, about. I am sure it could oe a tat shorter or 
dtcould be a little longer. But I think that is a reasonably 
good estinate ra the patients that we know that we have 
seth. = a be Shenae ere pee on 
‘ - es S om Meet eee eee eos 
ob mie to a month. is S 
Depending on what ‘thedz frequency is. xf the patience 
has a frequency ‘of one episode a day, it is not likely to be 


that long. rf their Neresceneni is one episode a week, it 
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might. stretch into that period. It depends so much on the 
frequency of the vertigo to begin with as to how long the 
: ‘ ate 


placebo effect will persist. 


Q: are you relying upon your personal observations? 


A Primarily. Yes. 


Q Are you aware of any studies that have been conducted 


| 
with respect to placebo reaction in vertigo? = 


A in avert igo? 


hare aren't too many in vertigo, but there have 
been a lot of placebo studies in others. Beecher‘’s work 
is a famous one talking about not only the length of time the 
placebo effect Sankneretacnl but also the expected percentage 
of placebo effects which we talked about I believe a few weeks 
ago. It is just not a set thing. 
2 Q ‘are you aware of any statistics, published statistics 
ee ee ee 

set : Se a 


nw 


a ‘Hoy T Gp note” ae ee ee 


> 
Q Which state that placebo reaction in fe 
¢ ? 


associated with Meniere's ¢ disease would Last 0 weeks or a 


- 


ae yee fe, po 


-* * 


ponth?) > ae ‘ 


Q Doctor, are you of the opinion that the inference 
of efficacy which you draw from Dr. Leach'"s data is as strong 
as the inference which can be drawn from the longitudinal 


study? 
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A  .No, I think my original statement is that, number 
one, my knowledge and my philosophy and theorization and 
the rest of it about Meniere’s disease is along the longitudi-~- 
nal fashicn fcr the reasors we talked about, but the data from 
Dr. Leach's study is valuable, has inferences, because of what 
is contained in <e This is not the way I would Go it. But 


there is informatica available. 
se * *€ 


Q In your experience what has been the minimal 


amount of time upcn which Eco can, eee a manors is 


observed, upon which you can with reasonable asseranc. 
predict that the patient will run a reguiar course? 

A I come beck to my usual six ronths. I think that 
is a pretty good number. It seems te be the one that 


holds up well. 


a2 

Q Doctor, could you, if you can, graphically illus- 
trate how the drug Serk works to relieve the one in the 
endolymph? : 

A We know that the arug “cavses greater blood flew. 
Generally known as dilatation. Greater blood flow in the 
labyrinthine circulation. In fact it brings more blood up 
into this area by virtue of greater bls0d flow. 

Greater blood flow changes the concentxations of 


the ions in the STRIA which can then, if the concentration, 


say, of salt -- if you had two salt membranes ——- strike that. 
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If you had a compartment with salt on one side and salt on 
the other but a much greater concer.tration of salt on one side 
and if it was a permeable membrane the fluid would flow from 
the side of the lessor concentration of salt to the side of 
the greater, so in fact you brought greater blood flow, 
greater concentration of ion in the Striavascularis. 

The fluid could reverse its direction. There is no 
magic about it. This is a thing thet takes place in all parts 


c 


of the body. 
Q Does greater blood flow always accompany a dilatation 


in an artery? 

A No, not always, but generally that is the important 
fact of Gilatation, greater flow, more blood per unit time. 

Q Doesn't a dilatation of the artery which allows for 
the accenmcdation of more fluid also to an extent decrease the 
pressure at which the fluid passes throrvgh the artery? 

A It can or cannot. It all depends on your relatives 


here now. If you think of it as a pencil-like opening as 


cerpared to a large tube, that would be true. But if your 


relative dilatation is in the range of 10 percent or 5 percent 
rather than 500 percent, that.is a different story. 

Q Thank you. 

A Oné other thing. These vessels here are in bone so 


in fact the dilatation of necessity occurs in this vessel 


and brings more blood flow because the vessel here can dilate. 
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Ithas to allow for greater passage because more blood is 
coming from here. This is in a fixed kind of container. There 
are a lot ef factors mechanically. i 
Q Is it true that the theory with respect to the 
dilatation and the increased blood flow in humans from oral 
Sere is based upon animal data? 


A Yes. Definitely. It is ar extension of the concept. 
zs * * ’ : 


. ROBERT A. BERTRAND vi 
was called as a witness and, after being first duly sworn, was 
examined and testified as follows: 

zs * * 


DR. ROBERT A. BERTRAND — DIRECT 
. oe I don’t think just because you 


knew about statistics and you are a clinical pharmacologist, 
if you have never treated Meniere's disease I don't think you 
can know what Meniere's disease is. You got to see these 
patients and be able to see them in front of you when they are 
dizzy. You have to see them in Meniere's crisis to know what 
it is. You have to see men telling you I haven*t worked for 
three years because I am dizzy. You take so many factors in 
consideration. You can't say this guy comes in and gets 


placebo, this guy drug, this guy placebo. You can’t do that 


with this disease. It wouldn't be right for a physician to do 


that. A clinical pharmacologist who knows all about the 


syndromes that he reads in the book or teaches the book for 


medical students, and most or them do, he seys now you take 
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this bunch of patients and do this and that - it doesn't 
ore out that way. You have to have a clinician that says 
look, I can't do it that way. You can never do it for 
Meniere's disease. The next ten patients that come in I might 
say I will do double bling colevaroste that treatment. So what: 
happens? One patient cores in and has three vertigenous ~ 
erises a day with nausea and vomiting and he is not working. 
There goes your whole clinical design rade by the Ph.D. with 
clinical pharmacology because you are not allowed to put this 
guy in a double blind study and say for two months we will 
give you this pill and that pill when you know that one of the 
two month period will be a placebo. No matter what you do you 
“have to pull out this patient and say look, you are going to 
be operated with ultrasound or surgical destruction or some- 
thing. How can a2 clinical pharmacologist who knows all about 
Meniere's syndrome, he read about it and comes up to you with 
2 nice beautiful protocol -- I have my Ph.D. how to do a desigr 


he says. I did it guinea pigs and this and that. But you are 


treating patients. I would not accept a design rade by a 


clinical pharmacologist unless he knows what we are’ talking 


about and alse in a disease such as Meniere’s, if yot ‘come 


in with active crisis you wouldn't want to be given e placebo. 
Nobody can design that without the clinician, no matter how 


good a pharmacolegist he is. And I will not accept such a 


design. 
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EXAMINER BRENNAN: What is your hypothesis or thesis 


in relation to Serc that you believe is confirmed by the 
results you obtained? : 

THE WITNESS: I think it actually modified the 
endolymph pressure by an unknown mechanism at the beginning 
which I assume from what we know of the disease to be a 
modification of either the permeability at the capillary 
leveis or it might be some other nodi fications related to the 
enzmatic(?) or other processes, but whatever the mechanism 
may be, it results in @ decrease of endolymph pressure or a 


modification of the endolymph status. 


zs = * 
Q Doctor, as an expert in Meniere's Disease, what 


ecnclusions did you ceme to with respect to the efficacy of 
Sere in reducing the frequency of vertiginous episodes area 
with Meniere's as a result of the study? : 

A I think that Sere is an effective drug in controlling 
the frequency and intensity of the vertiginous crisis in relaticn 
to Meniere's Disease. pas 

Q Is this -- in your CHEESES would the conclusicn you 
have just stated, is this 2 fair and responsible conclusion? 

a Well, it is my opinion. If I won ‘t believe so, ft 
won't say so. | 

eee 
Now, if we are going to give ina double-blind - 
fashion a druq which will reestablish a normal labyrinth -- I 


am talking about -- nor near normal labyrinth, as far as we can 


figure -- well, we can obtain in those patients who would have 
the active compound the first period such results that when 
you give the placebo they start out with no vertigo and 
normal labyrinth. 

X don't think you could give or use a double-blind 
techniqve with a medication which can reestablish the normal 


state of the organ that we are studying. 


x * * 


A Oh, probably the immediate period before he consulted 
me. Like the last three or six months or the last year. I 
mean when he came to me, it could be the last three years he 
had been continuously seeing doctors right and left, but as a 


rule it was the immediate period before the initial visit. 


DR. ROBERT A. BERTRAND — CROSS ~* * * 
3251 THE WITNESS: When I first started the lengitudinal 


21 patients, at that time, after two months, I noticed a 
marked increase in vestibular response. I can refer to the 
tracings I gave you yesterday. And tried to explain it from 
wnat I knew of histamine treatment and Meniere's pathology, 
and before even starting a double-bline on the nomaal, I 
made the hypothesis that there must be, because of the con- | 
sistency of this initial response, some phenomenon of an un- 
known nature which probably vould reduce what we believe to 


be a cause of Meniere's symptoms and abnormal objective 


resperses for both caloric and vestibulax stimulation -- 


that is, increased endcolymph pressure. 
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Fron the Stecichess. and I think it has been done 
over before this hearing, we believe that the Striavescularis 
has an important role end wrote dewn in a report which was 
referred to yesterday in September 27, 1967, to Unimed Company 
thet = pbelieved that probably there vas vaso-dilatory effect 


> A A i 
eiNthis drug, probebly moving in some manner or other the 


permeability of the capillary membrane with the resulting 


effect of a decrease cf encolymph pressure. 

This hypothesis was made because I was noticing 
these increased vestibular responses and I was not avare at 
the time of any animal experimentatien to that effect. This 
hypothesis to be proven, I think can be proven, has been 
‘provan to my ming, and will be further confirmed when we do 
more experiments in that domain, that if you give betahistine 
hydrochloride to an animal in which you have induced in some 


mannex ox other increased endolymph pressure, which can be 


dome by two diffexent manners, you can secondarily decrease 

the encolymph pregsure. I think this will be proven when we 

eo the animal exoarimentation. I have seen the mocification -- 
modification of the -- no, I a sorry -- of | 

the endolymen following anaphylactic shock, = I think it 

wills be shown by vaso-dilatation in the Striavascularis that 

this drug has a direct effect on that specific som of the 

ear which is believed by most people ées playing one of the 


mest important xoles in the producing and elaboraticn of 


. the endolymsh liguic. —— a pring eee oe 
And my sheory was based by objective fincings with 
no animal work. Now I think it is getting -- it wes cemon- 
strated here some animal work a few days ago. I haven't 
read the transerint put I have talked to pecple that -- Dr. 
Martinez has shewn it — well. 
I think he will show it even better when he is 
finished. If X can make a deduction -~ is deducticn the 
right were -- a hypothesis, which we are now getting confirmed 
by animel experimentation, there must be something to do. 
I didn't just pick up out of the air with this. — 
I must have had a basis to write that down -- exclusively 
from what I was noticing from objective tests. of vestibular 
function in patients with Meniere's disease and also from 


what I knew of the pathology of Meniere’s disease. 


*s * 8 


HOWARD P. HOUSE 
w2s called as a witness on behalf of Unimed, Inc., and, having 


been first duly sworn, was examined and testified as follows: 


HOWARD P. HOUSE — DIRECT 
Q I will show you R-32 and ask you to identify for the 


record what the letter of January 15, 1969 is? 


. 


A This letter confirms an earlier telephone con~ 


versation and carried with it the three volumes of clinical 
studies on Serc. 


Q And this was sent to you by the Food and Drug 


Administration? 
Yes, sir. 
Did it ask you for any opinions? 


Yes, sir. 


A 
Q 
A 
Q 


What a the opinions that it asked you for? 

A Upon completion of review of the data we would 
appreciate answers to the followings questions> One, is it 
possible in your opinion to design a controlled study to 
evaluate a drug for the treatment of vertigo in Meniere's 
Syndzome? : 

Two, in the absence of data obtained in a controlled 


fashion, what evicence would be reauired for a responsible 
decision on the efiactiveness of the drug for the treatuent 
of vertigo in Meniere's Sydrome? | 

Three- in your cpinion, do the oneness Gata in 
addition to any published data serve as a basis for a responsible 
decision on the eetactivenese of Serc? If ae what is your 
opinion on the effectiveness of Serc in the treatment of 
vertigo of Heniere's Syndrome? 

And if additional references have been used, please 


cite. Sa es ee = | < 


~ - 


Q So they did ask you for -=- and,Doctor, I take it on 
May 21, 1969 you xesponded to this letter? | 
A ¥Yes, sir. . 


Q Then they subsequently sent you an additional letter 
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on April 29, 1969; is that correct? 
A Yes, sir. 
Q That was sent by the Food and Drug Administration? 
A Yes, sir. 
Q And this also requested opinions with respect to 
the adequacy of the data relating to Serc; is that correct? 
A Yes, sir. 
Did you xespond to that letter? 
Yes, sir. 
What is the date of that response? 


May 19, 1969, - - -- ---- 


BDoctoz, in your response of May 15, 1969, you refer 
in the second paragraph to two studies. What was your con~ 
clusion with respect to those studies? 

A That was in my letter of May 19? 

Q Yes. 

A The ccnclusion in my opinion, the St. Louis and 
Canadian studics é@ppeared to meet the criteria of adequate, 


well-controlled investigations by experts qualified by 


ecientific training and experience to evaluate the effectiveness 


of the drug involved. sive see ae ee - Re 

Q Doctor, when you refer to the St. Louis study, do 
you know the name of the doctor whese Study you were referring 
to? 


A No, I can’t be certain. 
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Q Was it a Dr. Leach? 


A Yes, yes, Leach, that is correct. 


Q And with respect to the Canadian study, what is 


the -- do your know the name of the doctor? 

A Bertrand. 

Q Doctor, let me ask yous Have you noted any other 
studies in the clinical data submitted which you reviewed 
regarding Sere which deronstrated the efficacy of the drug? 

A Yes, I was impressed with two additional studies 
in particular, one by Wolfson and one by Rubin, and also I 
think two studies having to co with the effect of Sere on 
animal experimentation. 

Q Doctor, why were you impressed vith the study. 
conducted by Dr. Rubin? 

A Basically because of the accuracy of the diagnosis 
‘of Meniere’s disease and the long duration in which he had 
selected patients with long-term histories and the rather 
high frequency of episodic vertigo in these cases. . 

Q Doctor, is there any particular approach to the -- 
which you believe --. which you would recommend in studying 
drug efficacy in Meniere's? | =i : ~ 


A Yes. I would be inclined to feel rather strongly 
that one would need to take patients and study them 
individually using that patient as the control rather than 


attempting to set up a homogeneity study because of the 
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characteristics of the ieeasen 
Q What is your opinion with respect to the use of 
placebos in investigating drug efficacy in Meniere's 


patients? 


A Well, in our study that we are setting up we are 


not using placebos. 

Q And why do you not favor the use of placebos? 

A Well, first of all, I think from a clinical standpoin 
it is very difficult to, as a physician in practice, to keep 
a patient on placebos. 

Q Why is that? 

A Well, first I think it rubs against my own grain to 
be prescribing something for a patient which I feel would 
have no value and, secondly, I don't feel it is necessary 
from the standpoint of arriving at a conclusion from the 
standpoint of ‘evaluating that particular patient before and 


after receiving the drug over a sufficient length of time. 


HOWARD P. HOUSE — CROSS ee 
Q Doctor, I believe you stated there were two adequate + 


and well-controlled Clinical studies in your opinion in the 
materials you received from FDA? is that correct. 
A That is the way the letter wes answered, yes, sir. 
Q Would you please @escribe Dr. Leach's work for me? 
A Dr. Lesch'’s work, as I recall it, had to do with a 


double-blind crossover study. 
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Do you know whether or not a plecebo was employed? 


Yes, sir, I believe it was. 

Doctor, do vou find anything iver aint with your 
statement that a placebo is not a proper — to design a study 
to determine the efficacy of a drug in Meniere's and Dr. Leach's. 
work, your opinion of Dr. Leach's work? : 

A Yes, six. I think it is inconsistent, but only from 
the standpoint that if I were setting up the design in my 
clinical practice I would not use a piacebon 

EXAHZNER BRENNAN: Doctor, do you consider yourself, 
from your p2st experience in the field of medicine, = clinical 
investigator? | ; 

{HE WITNESS: Yes, I would feel I have been a clinical 
investigator a21 my life in the area of medicine. 

EXANINER BRERWAN: Have you ever cominesed a clinical 
investigation for sorniecton to ‘the FDA mre any drug? 

THE WITKESS: No, sir. : | 

MR. CUTLER: May I so on? 

EXAMINER BRENNAN: Yes, sir. 

BY MR. CUTLER: 

Q I would like to ask you this question: You stated 
that you considered it ethically improper to employ: a placebo 
in a drug study; is that correct? 

A In Meniere's Disease, yes, sir. 


Q And why is that in Meniere's Disease? 
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A Well, these patients are often iscapacitated and, 
therefore, to administer something that you yourself feel will 
have no benefit for this patient would be sertainly against 
my fesling and the way I would want to be handled if I were 
that patient and, therefore, I would resent my doctor doing that 
to me. ~ 

Q Let me ask you this question: What disease conditions 
would you consider proper to use a placebc for? 

A I would feel in some types of mere positive syntom- 


atic types of drugs ene might be able to use a placebo: if it 


weren't something that would be incapacitating to the patient 


who has the disease. 
zs e& * 


@Q Then let me ask you this question again, and I an 
concerned only with vertigo: Other than the patient's 
response to you, what sort of test can be performed to see 
whether or not a drug is efficacious to relieve vertigo associ- 
ated with Meniere's disease? 

A Well, there are tests which are helpful but not 

' 

absolutely positive such as ENG studies and caloric studies; 
et cetera. ; : . 

Q@ Are they conclusive? 

aA No, sir. ie 
see 
Q Would you please describe Dr. Bertrand’s works which 


you reviewed, for me? 


A May I use some notes? 
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EXAMINER BRENNAN> Certainly. 
BY MR. CUTLER: 

Q Yes, sir. 

A Yes, this study was analyzed -— first of all, 
impressed ma as the diagnosis was correct, et cetera, that 
eaxe was taken in working up the patients thoroughly and there 
was no guestion in my mind but what he was actually referring 
to true cases of Meniere*s disease. 

I might add also that this likewise inpressed me 
in the Wolfson study and in the Rubin aoe as | well as the 
Leach study. These cases of Bertrand were analyzed both 
from a cochlear and vestibular standpoint and he used the 
double-blind as well as the individual patient past history 
as a so-called longitrdinal ee of study. He treated these 


patients from 4 to 26 months. I think there was only one or 


so 4 months. Most of them were a longer study of treatment. 


This also impressed me. 

I think in the area of Neniere’s disease, it of 
necessity requires the benefit of a long history of many 
years of the disease with high frequency and when it is 
over with I think you have to follow that patient a long 
time before vou can finally decide whether or not you helped 
the patient. 

He set up four different studies and a one which 


I thought was quite significant was the 26 cases of Meniere's 
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disease followed for up to 26 months. 
Q What controls were employed in the 26 patient-study, 
in your. opinion? | 
A I think I. have a note here that he used — it was a 
well-controlled study and I don’t have a note here as to exactly a 


what these were. I was more impressed really with the study 
of the individuel patient over a long time rather than any 


other type of control. 


“32° tet me ask you this question with respect to the 


Gisease of Neniere's: Would you describs the pattern of 
vertiginsus episcdes in a patient —- let me make that 
clear -— is it a regular pattem or is-it an erratic patter: 
in a patient? 
A It's erratic. 

What do you mean by that? 

are you femiliar with the term spontaneous | renion = 
as it rolates to Meniere's disease? a 

“Yes, sir. : 

Vartiginous episcdes of Meniere's disease. 

Yes, sir. 

‘Would you define that, please? 


Whether they hava an episode of vertigh, may*e they 


have besn having one a month, .end they go for four months ‘ 
without one where their past history indicated they were 
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having it once a month, we might refer to this as a spon-_ 


taneous ramissioa. 
Q In what percentage of patients do spontaneous re- 
waissions of the tvpe you describe occur? What percentage of 


we tale 


Meniere's patients? 


A I don’t believe I could put a percentage on it. f 


would say it's quite commnY 


zs * * 


Q Did you state that spontaneous remissions with respect 


ree 


Ho KES ES EO Se a os ata : 
.. A. Are quite common. rie 5 

Q Whether you mean quite Commonieae percentage would 
you estimate of the type of spontaneous renissions that oe 
Cescribed? ‘That is Meniere's patients? 


A xs I believe I testified, I am not = a position to 
actually put a percentage figure because wa ES analyzed 


Neniere' s from that standpoint but it would be a relatively 
large number. Certainly more than five per cent. 

Q Would it be a majority, maybe? 

A I.would assuma it could be a majority. 

Q ould you state whether or not in your opinion 
Meniexe’s Syndrome or Meniere's disease is a degenerative 

A Would you define degenerate? Sete Se ee 

Q Is it a downhill cisease? Yon contact the disease 


and it's steadily downhil2. 
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A. Zt can or may not bs. One patient may have one 
episode and this is the end of it for years. Maybe for the 
rest of his life. 

@ Do patients also reach a plateau in the disease? 


A: Not necessarily so. .Some do and some don't. 


HOWARD P. HOUSE — REDIRECT eM 
EXAMINER BRENNAN> What is your understanding of 


the purpose of a controlled drug study? : 


o 


: THE WITNESS> To determine the effectiveness of 
the drug. 
. -EXAMINER BRENNANs In your opinion, is there any 


2 


aifterence between a controlled drug study, using human beings, 
and the treatment &£ patients by attending physician? 

THE WITNESS> Controlled in the definition of 
controlled in that context, I would assume it is taking the 
patient*s own past history as its ‘control. Is this correct? 


EXAMINER BRENNAN? If you wish to make this -- 
THE WITNESSp I would like to make that stipulation. 


Then I would say that there is very little difference. 
EXAMINER BRENNAN: Do you think it would be either 
necessary or advisable to have controlled drug studies as a 
general concept conducted by any type of or any member of the 
medical profession whose qualifications may differ than a 


practicing physician? 


{HE WITNESS> You are speaking of a physic-an? - 


EXAMINER BRENNAN> Yes, sir. -~ 
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THE WITNESS: Yes, I think the practicing physician 
is on the firing line, in essence, and he. is taking one of 
that patient and as such, in my opinion, this Aichi sibs 
is taking care of the patient is in an exceltent position to 
avaluate where he is getting with that patient, much better 


than someone not associated with the management of that patient}. 


DR. ROBERI A. BERTRAND 
was recalled as a witness, and having bean oreviousty culy 


sworn, waS examined and teszified Yurthe: 2s Ecliows: 


DR. ROBERT A. BERTRAND — CROSS * * * 
Q Could you tell me what pronortion of the “Menisre's 


population e3tablishes a fairly regular ater of vertiginous 
episodes? 

A I would say about 75 percent of the patients, once you 
have seen them a few times, you have the iapression that they 
have a sacioateern that you will be having them ages two or 
three months, every six months, or twice a week. 


You have the impression it is eicher gradually build- 
ing uv and it:will come beck. You can't aS oa x 
this only from clinical examination, but also from the objective 
tests when you see. these patients, . and when you can treat 


this patient, you can see that this is going to xeep on, where 


othez people have come back to normal discrimination, ang you 


start to get a feeling with this kind of disease and you can 


have a general orientation. ~ 
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Bier Sa SG eet EAE patients, you can have another, one 


in’ five. minute's. to. fis gdars': time. anc. es is no--way. you-can 
predict Meniere's Shee There is no. way that Z know ot “that 


you’ can predict a Meniere's crisis. 
* * & 


Q Doctor, it is your cpinion that Sere changes the 
mechanism or the disease rather than depressing the symptoms? 


A That is a hypothesis that I made following the observa: 


tion of certain modifications and the responses with Serc, yes. 


se 8 
DR. HERBERT KUPPERMAN 

was recalled as a witness, and having Peer previously duly 
sworn, was examined and testified further as follows: 
DR. HERBERT KUPPERMAN — CROSS ies 

Q My question was directed to a disease which did not 
have a regular course. Te was characterist+ically unpredictable. 
flere again, if the disease is unpredictable and does not have 4 
a regular characteristic course, but the disease itself is 
associated with a great deal of disability and discomfort and _ 
physical isbealancellatitines/ it woc2dlsoreiorinelicatnelcojase 
a placebo study in this patients If there is a drug that 


can have any benefit at all, if the drug has some modality. 


of benefit, I would want to use the drug itself rather than 


the EP aacere in determining its efficacy. 
Q _ What type of sure would pce employ under these 


Eeremetercer? 
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~A A study based upon the previous history of the 
patient which would sve us soneiicas of eel crequency, of - 
attacks, an@ also whé? has nappened while he’ is on the amuse 
per se, and if there are any objective measures. -that can be : 
done, ae would be also employed in determining the effects 


ia 
eae 


of therapy. : 
Q Is that tantamount to patient ‘treatment with a group of 
Satients for whom you have a oS history? 


A mhis is tantamount to patient treatment, yes. 


~ Y 


EXAMINER BRENNAN: In these i Boctor, would 


you define a clinician? 

“- qHE WITNESS: A clinician is a physician well versed 
and knowledgeable of the ideology, the prognosis, the develop- 
nent and the progress of the disease under discussion. He is 
2 physician above all, and trained in the managenent of patients 

BY MR. PFEIFFER: 
Q You say most Risers are pretty complicated? 
A I said I don't know of any simple disease. If you 


know of one, counsel, I would be delighted to know about it, 


ere 
~ 


but there is no disease which is simple. 5 = 
Q And for a disease which is relatively complicated 

you feel that a clinician eho aay an expert in the field is 

capable of designing a well controled study 1 to determine the 


efficacy of the drug? 


244 


A A elinician in this disease is competent to set up a 


study better than a Pharmacologist. 
a) - Under those circumstances can you tell me the function 
of a clinical pharmacologist? 

A under those circumstances the clinical pharmacologist. 
eecnerS help to evaluate the data and would be available to 
meaaeee changes in the experiment cena ony providing that the 
clinician-finds GES these are suitable for the disease under 


- 


study. ae 

Q I can rephrase the question. 

Dr. Kuppermen, is an sone view that it is unethical 
to edminister a olacebo in a disease Like Meniere's, for 
whick there is no known active and effective medication, and — 
that this is the only ethical viewpoint of the medical pro- 
fession? 

MR. LAND: I object to that question. 

EXAMINER BRENNAN: The objection ie overruled. 

TEE WITNESS: I feel that the use of a plecebo in a 
disease such as Heniere's is an immoral and unethical type cf 
approach. -* 22 ee SS 

BY MR. EFEIFFER: 

Q Are you aware of any clinical investigators who by 
virtua of their training erd axoerience are qualified to 

acts of drugs who disagree with you? 


A as £ as Menierc' is eoncerned, I do not 
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Q Are you aware cf any clinical phermacolegists who 


are of the opinion that it is not unethical in a situation 


the diseese is net fetal to give a placebo where there 


knewn active msdication? ‘ 


BR Here again the nonfatal nature of the disease in 


such an individual by the use of 2 placebo isa procedure which 


I would not advocate. re 
A ! 


Q Are you aware of che opinion of any clinical pharma- 
cologists or their viewpoints that where a disezse is not 


fatal or leads to irreversible shances and where there is 


no known active medication that it is ethical to give a 
placeko so that a comparison between the investigative medicine 


and the placebo group can be made? : 

a May I have the question read back, please. 

{The pending cuestion was read by the Reporter.] 

TEE WITRESS: I selieve you also mean 2 disease that is 
net markedly debilitating and a disease waich is nonfatal and 
debilitating. It would be perfectly feasible then to use a. 
plecebo, of eoursee | 

BY MR, 2PEINFER: : 

Q Boctor, I hava one further question. on this poiat. 
If in your opinion it ware not anethical to vee a placebo in 
the study of 2 dr2g offered for vertigo end veniere's aiseese, 
sould you rather zaly upon a double-blind study using 2a placctke 


or a longitudinal study as you have used the term in this heax- 


ing? 
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» 
aA In a Gisaase such as Meniere’s Disease, I would 
rather rely upen a longitudinal study pericrmed by a clinical 


expert in the dis 52252. 


-Q Assume for cheninute that Meniere's does not lead 
to irrevessible changes. In your opinion, would the use of a 
placebo not be un2chical? . 

a _m a greatly debilitating disease, in addition to 
its irreversible aatuze ané the debilitaticn of the disease 
which is the thing I object to in the use of SEE placebo be- 


cause of the patient's mazi:ed Giscorfort and Peleeranat tras 


Q “Any diseise which causes discomfort o large amounts 
of pain or other unpleasant: symptoms is in your opinion a 
disezse which is not amenable to placebo study? 

A ‘A disecse which is as debilitating as vertigo, 
where you are incepable of per forming your daily duties, I 


would object to tke use of a placebo study. 


s * & 


Q  - Doctor, do you have an opinion as to whether a 
clinical investigation to detect the efficacy of a drug for 
vertigo and | Meniere’ 8 aisease would be of adequate duration 
if it were a two-montiig, study? 

A I will have to depend upon a clinical expert to 
detect that. , ; 

Q. Would you have to depend upon a clinical expert to 


detect whether the size of the patient population were ade- 


at 


quate? os - os oy 


A -Iwould, sir. =) iio se : ce: caee~ 


+ fa7@ - and would you also have to rely upon the clinician ; 


“to detect whether the 2 noted in the patients was 
“stgaiicant? . . | 
A Yes, sir. 
Q Are you able ErOm your own knowledge to testify 


that the study conducted by Dr. Leech, which you reviewed, is 


e 


‘of ‘adequate eee ean a- tgufticient size of SORES Ppopula- 


t 


tion? ie y 


a 


*. ’ PA x 
A- t don't “recall the specific study, ‘now. yy 
* sz *& 


Q Doctors I hand you Volume 17.1 of the new drug 


application for Serc,” and direct your attention to pages 214 


through 408. 


Would you look at that briefly and see if you recall 
reviewing that study? 2 
nrm~ “A--weE: have: the-charte: here. 
Q- Doctor, do you recall reviewing that Soe 


wS oA ee he: 


4 ‘eRe - Yesy sir ft‘ do. : SS z 
a Are you, of your own knowledge, able to tell ne 
whether ‘the size of the patent population and the ange of 
the ae is adequate for purposes of drawing inferences of 
efficacy with respect to Sore to the general population of 
Meniere's patients with high frequency vertigo? 
A Here again I would have to depend upon the clinica) 


expert as to how valid these data were, and I am told by him 
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that these data were valid. 28 


Q Would your response be similar for all of. the 


studies that you reviewed in this NDA? | : 


“AS As far as I recall. all of the scucses I did sycavten; 


— 


yes, it would be. : MA : oe te + i 
se * nd 


Qo er did you in your review of Meniere's disease 


a 


zely’ upon a 5 entitled "Diseases of the Ear, nose and Throat 


ee 2, Second ear eons by G. W. Scott~Brown, published in 


a . 


1965, and specifically Chapter 27, entitled *Meniere® 8 
Disease," by John ¥. Simpson? . ore 

A Yes, I did. I am not sure of the year, or the volum 
which we had in our ESPEREY A but I thought it was later than 
1965. z don't know. 

MR. PPEIFPER: Mr. Examiner, I would like aes as 
Coversaentts Exhibit G-17 for identification, Chaptet 27 of 
this book, which ‘is entitled “Meniere*s Disease," by John 
FY. Simpson, and runs from page 737 to ou REARS 


—s 


Doctor, is this the edition? 


i 
‘ 


* aE WITNESS: "hat is the one. I remember by the pace 


als (whereupon, the aoconent referred 
: “te - to was marked for identification 


--¢° ag Bxhibit G-17.) 


. BY MR. PFEIFFER: ae es 
Q Is dt correct that’ your view that Meniere’ disease 


runs a regular, characteristic, and degenerative course is 


* 


based at least in part upon this book? os se + f 


Res That has been my impression from what © z readr yes. 


se * 


BY MR. PFEIFFER: 
Q Doctor, I would.like to direct your attention to 
ee ‘—, 
page 739, secom: paragraph, and read ‘the following to: woes 
*AlthGugh the symptoms contbifigo a general pattern, 
there is a considerable variation in their intensity and 
duration, and in their sequience and time of appearance, The 
cycle of activity and quiescence in Meniere's incase is..ghar- 
acteristically irregular and capricious." s Sisto 
‘Did you Oo that statement when you reviewed this? 
: A Yes, I did, 9 ote or | : : 
‘ Q °Is that SEES consistent with your opinion that 
the disease runs a characteristic ENS SY 
A This is one opinion based upon this author, ‘yes, 
and there are also other paragraphs here wrich refer to long- 
standing cases in which the deafness rovwains profound, vertigo 
appears to have ceased, or sometimes locsely termed burne3 out, 
50. there. may be different terms of. irritability, in_this. 


“ED 


Q Does that statement support the conclusion that 


Meniere's runs_a regu?ar and consistent course? S 
rate 


Aa Tt runs a downhill course, ~. 
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. a ee me-read to you the third paragraph from the 
bottom of page 739 Batons ee: 
s emis taterval between single attacks or esters of 
acteckirn may ex “extend © for montis and “not” aaccemenier for years, 


so see the patient may assume, especially if residual cochleaz 
signs terminate, that recovery has taken place." 

: Doctor, if that is true, in your opinion would a 
longitudinal study of six months‘ Buratton be adequate to 
assess the efficacy < Se a drug offered for vertigo? 

A. This is one characteristic of the disease. in other 
books, attacks appeared to be more poaresatee and the interval 
ost be much ehorcere depending upon the severe of the attack. 


, there is one impression I gleaned from reading of 


these and other books, is: that when the attacks occur with 


increasing frequency, the downhill course a is mach ‘more eer : 


o . . ‘ 


‘then when they occur with less frequency. 5 


, 
Pa ie 


this eel “been the thing Cat I have ‘leased from 
other bosks, as well as ‘this one here, coor I believe. 
nig ‘Doctor, z read you the last Saracens on page 739% 

“the possibility Ce such — periods of remission 
makes the aaneceuent: of any ‘method of ‘treatment extrenely 
difficult, and fox this xéason it might be wise to wait five 
years before ees such an verae toe Longstanding eases in 
which the deafness renains profound. and the” attacks of vertigo 


appear to have ceased are. sometimes ee ee *burned 
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Now, ais in mind, is it still your opinion that. 

W longi tudihal steay of SIX oaths curation ts"adequate—to—— 
m= % ee ee 
assess the efficacy of a drug- offered for vertigo or Meniere's 
. e - : 

disease? 
A | Yes, it is,based primarily on the fact this just’. 


— 


describes a few of the patients, and what their Gatcons is. 
There have been others in other books which r think have shown 
a more progressive downhill course, again depending upon the 
frequency of the attacks. The greater the ee the more 
nee the downhill course. ee ae : : ie 
A Q Doctor, on 739, would you ook at this selsena para=- 
gregh from the bottom: ~~ ‘- ora y peas 
-."The duration of the interval between acute attacks 
found by Golding and Wood (1960) ina ‘series of 119 cases, - - 
shown on Table 2." spo peewee ER pee Soe 
Now, in Table 2, ace there 119 sccile shown? 
A - That is right. 
Q muoes that reflect that 61 of those patients cexperiencda 
a period of ronteston from three months to. one year? 


A - Yes,. sir. + ° =e Sites nen iret teenie == 
 @~ And 22 nepsents experienced a remission en a 
ry : = 
year to two years? Sait £2 2 tet ate A cere Spe 


a 


A . That is right. 


Q And that seven patients experienced a remission from 


two years to three years? 
te, A roa Yes, sir: ath as at Scat the 


Q° And 17 patients experienced a remission from three 


toe five years?© ~ 1 aree 
= eRe Yes, sir. eal 

Q Doctor; did you also review a book entitled 
“Diseases of the tose, ‘Throat and Ear," by I. Simpson Hall 


and Bernard 8 Coleman, eighth CEE 1960, Chapter entitled 
f - am. 
"Menier's Disease," which ran from page 377 to 378? 


i Pe rr ‘_ 
A Yes, I aia. ° : 


MR. PFEIFFER: May I have this marked for identification 


as Government's Exhibit 18? Sev. a ce 


EXAMINER BRENNAN: It will be so marked as identified 


<x ix ” rete yore iv ~ _ a mo 
ee Ra (Whereupon, the document referred 
ty uk”. to was marked for ioeerst ication 


as Exhibit G-18.) 


BY MR. PFEIFFER: - RUN AAS 


Q Doctor, I direct your attention to page 377, under 
the paragraph headed “Treatment,” subparagraph 2, “Long Term 
Management.” 

_ "The long, Span Deereen these remissions which char- 


o 


actexizes this’ disorder make it difficult to assess treatment, 
% 


but it does seem that medical treatment, although :on an 


empirical basis, keeps most patients weil controlled.® 
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Doctor, is that statement, in your opinion, consistent 


with your opinion that the diecase or the syndrome runs a. 


characteristic and regular course? ee st 


> A It runs a course, a ‘Sownhill course, but it may not 
be. predictable in all patients. 

Q Doctor, is there any statement in there which says 
that the disease runs a downhill course? : 

A Yes, the disease is characterized ee by ‘acute 
vesticular and cochlear anean The form of this is giddiness 
and vomiting. DO Meciee Paar aamaee tt ets 

"At first these attacks occur at long intervals 
with increasing severity and frequency .° nos 

Q Does that state that it runs a downhii, degenerative 
course? eee eect 

a yes. My. interpretation is first that the attacks 
occur at long ‘intervals, with increasing severity and fre- 
quency, which to me means a ‘downhill course. 

Q Did you also look at "Diseases of the Noge, Throat 
and Ear," by John Jacob Ballenger, eleventh edition, copyright 


1969? Eenaeg a =. 8e SS" Soper ora Sl bows te 


~~ oe 


A What page number is that? Lean “aia + on 


: Q : ‘Page 759 through 764, 

ry 4 oe 7 - 

-A Yes, sir. 
4 


MR. PFEIFFER: May I have this marked as Exhibit G-19 


-for--identification,~as- identified? 
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* EXAMINER BRENNAN? : tet it be marked G-19 for identificatid: 


‘(Whereupon, the Socument referred 
« to was meres for identification 


' as Exhibit G-19. ) 
sete BY MR, PFEIFFER: 
Q . Doctor, I direct your attention to page 760, under 
the first column, paragraph, “Symptoms,” 

“Meniere's disease has its onset usually in the 
third or fourth decade, affecting both sexes equally. It ist 
characterized by active periods of variable length inter- 
spersed with longer periods of remission also of a variable 
Tength- The pattern of attacks and remissions is impossible 
to predict ‘in. the individual case, although the symptoms 


tend to become less severe over a period of years.” A 
ico aeea that. consistent with yece understanding ‘that the 
areenee runs a downhill course? : 
“This is just one part of the statement made heres 
«+ May XI have this for a second, please? ; 
Yes, but may I see ‘it for just a moment, Doctor? 
. May I read this chapter, sir? This is on pathology. 
What page is that? 
“Page 759. 


a 


e Certainly. ee eS eee 


A "As the disease progresses there is sBegeneration of 


the organ of Corti with loss of hair cell population. Tear- 
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ing of Reissner's membrane with reattachaent further out on 
the scala vestibuli has been demonstrated ina few temporal 
bones.” = nat ce = ‘a des Me : ao 
~~ -L-fo me this means there is progression of the diseas: 
as it goes along. . o 
Q .. That is a.physiologic thing? 


.A It is a pathological change. 


_Q . Does that necessarily imply there is a downhill 


course with respect to symptoms? 
iA - It does, sir, to me. . Son Sls, ree 


_ Then there .is another paragraph, cn vase 760. 
an zs * & 


THE WITNESS: There is another part on page 7602 

"There is no a period of freedom froa vertigo, during 
which the patient may notice increasing intra-aural pressure, 
fluctuation in hearing and roaring tinnitus. ‘These symptors 
are then EE by another Setters oe spontaneous mercies 
similar to the firet but! not as severe. oS frequency of these 
episodes varies ee usually they occur as often as once or 
twice a week or as few as one a month or less. In extreme 
re eae Gee ee eet -- 

Be This I think ‘refers to progressive disease. 
Q - Would you nen the next paragraph, please? 
a = *Commonty following the above period, which lasts 


a-few weeks »- either. spontaneous or treatment induced remission 
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¢ccurs during which time no symptoms are noted by the patient 
other than some: loss of hearing in the involved ear. This 
remission does not prove to be permanent, however, with 
repetition of the above acute phase occurring in a few months, 
As this pattern of activity and remission goes on the symptoms 


during the acute period are dulled by the gradual loss of 


responsiveness of the end-organ due to degeneration of the 


sensory elements.” 


| This to me means pregressive disease. 


s-* * 


Q Is that consistent with the last sentence of that 
aa "As thispattern of activity and remission goes on tHe +] 
symetons during the ectue period are dulled®*? 

: A "By the gradual loss of nesnonetvensss of the end- 
organ." That means a loss of hearing, and this is: where the 


disease has made progress as it goes on. 


-Q . . Would you turn now to page. 761? ; 


e pe ‘ 


a Wee Certainly: : en Se ES by at 


-- -Q. i. The. second column, first sentence: 


‘oo . 


"The usual practice is to place -a patient on several. 
of these forms of treatment ‘simul taneously p although many 
recommend proceeding from one form of treatment to another if 
remission does not occur. Because of the natural history of 
recurrent activity of the disease, it is extremely difficult 
to obtain an accurate estimate of the relative efficiency of 


the many forms of treatment, ® 
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May I interpret this, counselor? 


Would you, please. 


“A What this means to me is that if you get a a@rug that 


~ 


proves to be effective, you will have accomplished @ great 
deal, because let us just read this over again: os ~ 
"Because of the natural history ‘of the disease 
or recurrent activity of the disease, it is extrenely Gifficuit 
to obtain an accurate estimate of the relative efficiency of — 
the many forms of treatment." : 
But if the treatments are efficient, you have then 
shown that there has been progression in the response of the 
patient to the drug per se. : " 


To me this tieans antes is a progressive Gisease, that 


when it does respond to therapy, aoe is highty significant. 
zs * * 


BY MR. PFEIFFER: 

Q raat ‘is it a fact that according to this litera- 
‘ture. of long periods. of spontaneous renission which ars unpre- 
ee consistent with your opinion SES this aisease 
runs a equter: predictable course in respect to symptoms? 

-—" There is only one statement made of long periods of 
remission. Most of the things I read in there, which you 
presentéd to me, show that there is progression of pathology 
and progression of synptoms, with extenuation of symptoms. 

ere this is my interpretation of what x monde and what 


& 


was‘ read to me. sia eae ee: 
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Q Doctor, are you aware of any statement in thre 
which says that the course of Meniere's disease as exhibitea 
by vertigo or any of the other symptoms is predictable? 


A ‘Those parts of paragraphs I oad indeed ae 


. 


that to me. Se Saet 


s * * 


DR.. _ FREDERIC W. PULLER * r 


was recalled as a ekennes and, having been OY svuorn, 


examined and testified as follows: - e : 2 ao 


DR. FREDERIC W. PULLEN -— CROSS ** * | 
Q Doctor, do you heave én opinion es to whether a 


clinical investigation cf Sere to determine its efficacy for 
high frequency vertico should, if conducted in a double- 
blind fashion, heve a crossover peritod?: = a 2 
. A Did yor ererace that with do I have an coe 
EXAMINER SVENNAN: Yes, he did. 
THE WITNESS: I have an opinion, yes. 
BY MR. PFEIFFER: 
Vhat is that cpinion? 


‘That a crossover: period in this case, utilizing 


v 


Sére, with its action, would be a very difficult thing to do. 


I think it can be done. But I think, however, it, should be 
linited in length of crossover, in length of placebo time. 

It is very difficult, for example, to have a patient on a drug, . 
on a pill, and have him call you on the telephone and say 


"The last three days I have been having a dizzy spell every 
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day and today I had the worst one I ever had in my life, and 
these pills you gave me don't work.” it is very difficzit to 


tell him to keap teking the pills, because they usually will 
not, or they will end up going A another physician. So it 
becomes an extremely difficult type of test. : 

Q You sey it cen be done. Bow can it be done, in 


your opinion? 


A Well, by limiting the lergth of time that a patient 


oe 


is on either the placebo or the active drug. 

But with Serc, and its activity, it changes; if, for 
example the patient were to get care in the begtanine of the 
period of treatment, this would chenge the pathophysiology 
of the disease process and consequently the placebo period, 
if it followed a period of ective drug, would actually not be 
as good as the baseline period. i 

In other words, the historical control that the patient — 
had, whatever his number of attacks were in the preceding 
month, two months, would be much more meaningful than the 
number of attecks that he had during this placebo period 
following en active medication. - 

If, however, he received the placebo first, and then 
received the active medication in crossover, this would be 
fairly good. 

Q Do you feel that any valid scientific information 


can be gained from looking at the second treatment period, 
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that is,-the treatmert period after the crossover? I am 
referring to in the study of Serc. 


A You mean in a double..cross,; where yor have active 
treatment, then a placebo, then an actiee treatment? 

XI do not wnderstand what you mean. 

Q Assume you have a population which is examined in 
a Govble-blind fashion, approximately half the people during 
the period first received placebo and half receive the active 
medication. Then after a period of time they cross over to the 
opposite medication. Would the fact, in your opinion, the 
physiology of the disease has changed, and the baseline has 
changed, thereby preclude you from making velid inferences as 
to the efficacy of the drug dering the second treatment period? 

A In a double Gross, yes, sir. But acanee of the 
reasons I stated before, because the pathophysiology has 
chenged, not in the patients who have received placebo, but, 
obviously, in the ones who have been on the active drug. 

It is like giving a patient an antibiotic for five sys 


for tonsilititis, and then at the end of five days crossing 


over. Half the patient population with tonsilitis received 


placebo the first five days, the other half received penicillin 
an@ at the end of five days you cross over, and you again give 
half of them antibiotic, and the other half placebo. Well, 

these that wovld have received the antibiotic in the beginning 


would have changed, and been on top of their infection and, 
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the infection would be just about gone. So, in some individuals, 
a very few, it might return, but it is very doubtful that it 


would. 

So Se has altered the pethosbys> ology of the disease 
state. And chis would be true in the case of Sere, as well. 

I think On this basis, that there are a fou Siseases and a 
few drugs that act this way. And as it happens, Meniere' s 
disease and Serc happen to be two of them. | 

Q in view of that, do you feel the crossover is an 
adequate procedure to be employed in an investigation 
to determine the efficacy of a drug which changes the patho- 


physiolocy of a: disease? 


MR. LAND: I object to the question. -I don't believe 


the question would elicit a probative answer. 

EXAMINER BRENNAN: Overruled. | 

THE WITNESS: Did you ask the question? 

MR. PFEIFFER: Yes. : 

TEE WITNESS: .I think in certain diseeses crossover 
is quite acceptable; in, say, Farkinson's Disease, where you 
have a disease state that is going to stay approximately the 
same over-a period of years, and it is possible to give some 
oe these patients a medication which will control their 
on, and then crossover with a placebo control , this 
is a beautiful type of strdy for that disease. 


But in a disease state such as Meniere's disease, with a 
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drvtg like Serc, I don’t think a crossover really is the 
type of study that will give you the best knowledse and give 


you something that you can really determine the effects of, or 
determine the effect of the drug by. 

I feel a longitudinal study with the use of historical 
contzol is muck more important -- in this disease, but not > 


necessary in all. 
zs * € 


3@ Are you familiar with the terms “patient” and 


“investigator” "bias," as used in clinical amma el 


. ae _ 
Dinnee smu Sete as Reese mena ON ests ae en Sg ne rey 


rn ES 
Q Could you define for us patient bias? 
cv ‘It te! an jiniierent feeling within 2 patient that he 
wants i get well and ‘af he knows that he is on-a certain drug 
emcees to a drug that perhaps he had been on “potore he might 
peychologically feel better and therefore might color the 
Seatiotess by his ows yolitioi. 
" @ ‘Would this type of patient also be known as ‘a 
oe réactor"? eae RD, ase 


A. Tt could be, yes.. 


i BXAMINER BRENNAN: Are not these concepts different, 


THE WITNESS: Well, they are different, because a 
placebo reactor does not know what he is getting, and he can 


react to the placebo. But a patient who exhibits bias -- for 
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example, say we are testing apples and pears again, and the 
patient is on SR and he knows it is not a pear, and since 
he knows it is ‘not 2 pear and knows he did not have 2 good 
response before to pears, and this is an apple, he has a good 
response. Basically, it involves knowing whe ther you are on 
a pill or not; [nares a placebo reactor doesn't have to roe 
‘he ds on it. He may mot know what he is on, but he still has 
& reaction. = ay é 
EXAMINER BRENNAN: It is a psychological response, 
rather than pharmacological? | | 

THE WITNESS: ia both cases it is a psychological 


. 
# 
o 


es 


EXAMINER BRENNAN: Both a placebo reactor, and biased 


n: a 


patient? 
"THE WITNESS: Yes. 
BY MR. PFEIFFER: 
@ Could you define iesicten or Aavestigator bias 

with respect to mraey, oft a drug to determine its efficacy? 

~ ii "Well, inherently a physician is interested in eee 
Ang.a cure or making a pac tent better and the bias is pecesion= 
ally thought of by somes people as tho physician’ 8 putting his 
enthusiasm into the treatment of a patient to 2 point where the 
patient will feel better because of the enthusiasn of the 
physician; and also the results may be interpreted by the 


physician based upon his enthusiastic fooling about whatever 


drug he is testing. 
ie Is Soe bias as you have defined it in oe response <— 
must it Be eeenety be a cosseroee bias on the — of the 
investigator? 
A Xo, A all. = 
x} Are there any techniques, clinical testing which are 
employed to, so to speak, overcome the factors of patient and 


st : Sh - cates 
physician bias? | s we 


- eee £ . 


re 


A Yes. .-Many. 
Qe: could you tell ‘ne what some of these are? 
_A Basically, the eae we have been talking about 
today and the last tine; the double-blind technique, the cross- 


over cochatquens the: “paired ‘population technique. 
* = * 


Q Is the patient capable of objectively saying -- 
well, assume a catient has an episode of vertigo. Is his 
reporting to the physician that his episode was mild, moderate, 

severe, an objective -- done by an objective or subjective 
standard? 

A Obviously, it is a subjective standard. I don ‘t 
know any patient who can objectively say that, "= had three- 
plus vertigo.” It is a well known fact that every individual 
describes his wartigo differently. For this eeconine have 


established certain terms that we use. We tell the patient, 


for example, to "Please tell me about your dizziness, but don’t 
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use the ters ‘dizzy‘ or 'vertigo',"and try to get an-exact 


statement from each patient as to why his vertigo is different. 
“Some. describe it asa "wavy" fecling, others dedcriba it as béihg 
on a merry-go-zound) others describe it as the world Falling: - 
away from them. It is an entirely subjective thing that I 
can not see, nor oat x measure it. Each individual eS 
has his own type of ‘vertigo: 36 i 

One individual, with a frequency of one” attack each week, 
his attack may be a real whirling dervish Soee cist with 
the room spinning around, and he says he has a severe vertigo. 
Whereas, another PIECES ESS one attack ver week, he says 


that he has a severe vertigo, but it is only a very oa 


attack with the room sort of waving a little bit. And if the 
first patient were to have an attack like that. he would 
consider it extremely mild, and might not evonirescre it in 
talking to me. He is talking about an attack where the whole 
room goes around. and the first patient, whose vertigo is 
bothering him just as much =~ our normal status is one where’ 
we are in control of ourselves and our environment, and the room 
eoesn't spin, it doesn’t waver, and yet foal 28 eC: aIt HF 
a sudden the room gets a little topsy-turvy, and that worris 
and upsets you. So you come to the Doctor, and you say, 
“Doc, I have had a dizzy episode,” and your Sa episode is 


entirely different from someone else's. ie : . 


‘So the most important thing is not how you compare to 
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Sam Jones, whose vertigo is every week and lasts two hours, and 
spins, but how do you compare to yourself. t£ you are having 
whatever this type of dizziness you are having is, if at the 


end of a period of time whatever pill I have given you has 


alleviated that type of dizziness, that is the most jmportant 


thing. 

After all,- I am treating you, and if you oat not get rid 
of the dizziness you would go to someone else. That is why 
we see so many patients who have been to doctoyafter doctor, 
because the doctor they had before did not get rid of this 
avertkGor and they are still having ite And what vertigo is to 


them is entirely different from what vertigo i is to sia me, or 


anybody else. 
; “} Is it not true when you evaluate the severity of 


the patient's episode you must interpret from what the patient 
has told you, i.e., the room is falling away, or it is spin- 
ning, whatever, determine from that that the episode was, say, 
CaS oe severe, or moderate, within the scale you use to 
define the severity of episodes? | 
A yes. But in this instance I use each patient -- 

each patient aneribes his. attack differently. And I might 
write on the chart, were r to compare him with other patients 
= might write on the orn that it doesn't sound to me like 
this patient is having very severe het or attacks. But 


this. patient may be just as incapacitated a another fellow 
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with attacks. It depends entirely on how this patient reacts 
to his own disease. | 

Now, I have seen many patients with an attack of vertigo 
that lasts a few minutes -- I am not talking right now about 
Meniere’ 8 -- and this fellow is afraid. He is ee aizsy,. he doesn't 
want to drive, and ‘he is just as incapacitated as the Meniere's 
patient who has the disease where his vertigo comes and lasts 
two or four or six fot. oot he has to lie“down and hold on 
to the bed. Both of these individuals descZibe it as severe. 


Now, if the fellow whe is having the few-minute attacks 
reroll to have an attack like the other gentleman who has a 
severe ae then he, himself, would ‘be able ‘to compare abe 
two. attacks himself. But you are dealing with one individual 


who is having a specific type of vertiginous: episode, which 


to him is most important. It is like, you know, you have only 
a little cancer. Well, to you who has the cancer it is all- 
importent, you don't care how big it is. 

a With respect to a pacientes if the patient is on a 
double-blind study, and does not know what medication he 
is receiving, is it not a well reccgniced fact that some . 
patients come in = -- who have experianced a Serchoeaee 
effect and the reporting of their episode is thereby coiored 
and it is reported as being aes severe than it actually is? 


Bh It is possible. But over a given period of time 


: Z eee x aioaes 
this. would equalize. I don't feel a patient can havea eeycho- 
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genic effect, or shall I say placebo reaction, for more than 


a couple days at the most, in a given disease state. 

Now, in nervousness, sure, I can see how it might work 
out, how some individvals who are nexvous and upset might 
have a placebo effect that would last a longer period. But 
in dealing with a disease process with a given pathology it 
is impossible to make this pathology meveree by 2 placebo. 
And, granted they may feel better for a while, because we 
all have this threshold, for example our threshold to pain 
can be raised or lowered by simply our own mental attitude 
toward this pain, and this is a well known fact, so our 
reaction to an episode of dizziness may also be colored a 
bit by our own reaction to it. But that doesn’t change the 


fact that you had a dizziness,nor will it change the fact that 
after 2a few days this dizziness will be still continuing and 
the dizziness itself is there. 

This is where frequency plays a role, and not dest 
severity. Ali those things are Snecep ied and you must take 
them all into consideration when you talk ef a given disease 
state. 

-@ In your opinion, does placebo reaction to a placebo 
given in high frequency Meniere's -- would it last only a day 
or two? 


7 


A I think only a few-days at the most. vo 
‘ = ; 
“As a matter of fact, the last time I was here and was 
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this we went into this on several patients. 


Cross~exanjgasd _ 
See Sear askacine about two of the patients, and how 
they had had fewer eninodes of dizziness while they —— 
on placebo, and it had occurred at the beginning of their 
placebo period, and near the end they were again having 
frequency of attacks. i 

Q In your opinion could it last more than a week? 


A I would hardly think it would. 


Q Could the placebo reaction result in an absence .of 


vertiginous episodes for a person who has high frequency 
vertigo? - 

A It is possible. Because we do know that individuals 
who ure nervous, .WhC have Meniere's aisease, can trigger an 
attack by their emotional attitude, shall we say, at the time. 

I know the last pattent that I had, the a I have most 
chosely in mind, is a priest in Miami, who last week called 
me and seid he had gust had a very severe See and he knew 
the reason why, and proceeded ney AAS me absut nis emotional 
upheaval. abovt e family that he was involved in, and this is 
what triggered his attack. | 

So that individuals who are labile in their emotional 
responses eoata have a lessening of attack on placebo. simply 
by the psychogenic overlay. But I don’t believa this would 


last for longer than a week, as I said. _ | cee 


: iS - 
Qa Is it well recegnized among exverts in Meniere's 
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syadérone that persons who have an emotional overlay can be 
thereby influenced with respect to the number and severity of 
the episcdes they experience? 

A. Some individuals, ves. But the average patient 
with Meniere's disease,with a high frequency of vertiginous 
episodes, once he has established a pattern of his 
episodes he osuakly, stays with that pattern, although he may, . 


occasionally, by psychogenic stimulation, shall we say, change 


his frequency for a periodof time. But usually the frequency 


remains the same. oe 

Q@ . In your opinicn, wouid the insizsicn into 2 control 
study of a persor “sho had such an emotional overley -- world yod 
include such a person, with os emotion2i overlay, in 2 
controlled study of, say, two months’ dvration? 

A Yes. Because we are dealing with Meniere's 
with vertiginous episodes as the symptom and sign we are 
to alleviate. -And, as I have said, these individuals with 
frequent attacks are usually in a pattern, and ay vary a 
little bit with emotional upheaval, but they have still 2 
relatively standard pattern of response an@ of episodes of 
vertigo. 

Ifwe can 2llevizte this vertigo in those individuais, 
then we have done them = favor. Probabiy some of these in- 


dividuals would have = placebe response. And, as I said, this 


would last for a day or two. Bat it is very doubticl that it 
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could last for a period of two months, 2s you suggested. 
zs *¢ *£ 
Q Is not’ the purpose of a double-blind study using 


a placebo and active medication to determine that one medication 


is better than the other medication? 
A It is if it can be done} then it is the best sort of 
an examination, the best sort of study. 
= & & 
Q With respect to any patient who seems to be having a 
set pattern of episodes, can you predict and know that that 


patient will have an episode the following week, or the fdllow- 
ing month? Rial i FE 


A Wo. Nor can I predict you will get’hit by a car 
when you walk out of here tonight. You may ‘or May not. But 
? 
: 4 
if you have been hit by a car every week in a row you 


have then established a pattern of whatever it was made you 


. 


get hit. : Se 
o * * 
So, one can not say with certainty that a patient will 
continue having these attacks, although in general they do. 
ee ma ; 
Q- It is not like leukemia, where every patient will 
die who has leukemia? 


A §86No. 
zs * @& 
a Can you use a longitudinal study in a disease that 
does not run an entirely predictable course? | 


Qa Yes. 


A It is preferable, I suppose, that you do not. But 
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certainly you can draw valid conclusions if you ean predict 
with some certainty what the course of the sieicetaists going to 
be. 
If it is an erratic disease, extremely erratic, it would 
be very difficult to get meaningful data. But it would also 
be almost impossible to design any type of study to get 


meaningful data from that sort of disease. 


Q Is there 1a correlation, a necessary correlation, 
between the physical degeneration of the vestibular apparatus 
and cochlear apparatus ana the symptoms that a peciene mani- 
fests? 


A No. Not necessarily. 
zs * *& 


Q With respect to a study of 20 patients in a longi- 
tudinal fashion, who all have high frequency vertigo of Meniere“‘s 
syndrome, could you tell me how the treatment in a longitudinal 


study differs from careful patient treatment by a clinician? 


se 


THE WITNESS: I do not understand the question. 


* * * 


Qa Would a clinician who is an expert in Meniere’s 
give his patients an audio and vestibular workup and take 
‘their history prior to treating the patient? 


A Yes. But he would not repeat it at monthly intervals 


“ 
or even at 3-monthly intervals or 4-monthly intervals. He would 


have no reason to do this. 


EXAMINER BRENNAN: As a treating physician? 
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THE WITNESS: As a treating physician, right. 


Whereas, in a clinical investigation this is what 
is wenalty done. } Re 
"BY MR. BEEIFFER: : 7 
Q 7 therein lies the essential difference between the 


treatment of a patient by a practicing physician; and the 


treatment of a patient during a drug invest{gation to deter: 
= SoS : 


‘ YY 


7 - 


mine efficacy? . * 
E* If you mean by “therein* the use . of frequent 

laboratory tests, yes. But the patient would still be seen 

by the physician to determine how effective the treatment he 

was giving to the patient was. He would not necessarily run 

a punch of OLS SESY tests on him, but he would certainly 

do everything SA He would. see the patient, and especially 

if the patient were still having ‘vertiginous episodes- 

EXAMINER BRENNAN: Doctor, can you kina of summarize 
this situation for us and point out the aifferences, in your 
opinion, between competent medical treatment re physician 
of a patient having Meniere's REE from a so-called longi- 
tudinal study of a drug, in this circumstance? | 

THE WITNESS: I think the competent physician, who 
cou:d also be doing the study, the only difference would be 
in the number of specific tests Roce for electronystagnography 


wovld not be used in following a patient along, pecans you have 


already established the diagnosis and you are not interested in 
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what the response of the vestibular apparatus 4s to cold water. 


What you are really interested in is, is the patient is 


still dizzy, ne vertiginous episodes. A physician treating 
Meniere's disease ill have che patient | come back to see hin, 


see now he is doing, aw time with him, do: exactly the same 


- 


things that the clinician who is investigating a drug for the 
? = . 
4 
treatment of the See would do, with one’ exception, that he 
would not order ail. of the povectey eraae that would be done. 


For example, there is no ‘reason "to repeat the 
Bekesy study by audiometric evaluation ina “elinical situation. | 
s * # 


CARY NELSON MOON, JR. 


was called as a2 witness and, after being first daly sworn, was 


examined ‘and testified as . €olLlows: - 


s 
DR. CARY NELSON MOON, Jr. — DIRECT. 
Q Would you pleas? state your educational background? 


A College education at the University of Virginia. 


A B.A. in medicine. Then the cages of Virgini: 
School, M.D- And then iy spectarsy £xvalting 
of CEES = at che University of Virgin: 

Q  -pid you have an internship, Doctox? 

A ' yes. I had two interaships. One wes in the Navy 
at Newport, Rhode Island, aad one at the University of 
Virginie in the Department of Surge ry- . 

Q. And residency? 


iN ¢ Residency then jn ear, nese and chroat et 


University of Virginia. 
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-Q Dr. Moon, would you state what Hossiiors you koid 
or what professionally you have done etating to your practice 
in otolaryngolosy? 3 
aA I am at present clinical aa professor of 
otolaryngology at the University of Virginia Medical School. 
I am also called ean attending otolaryngologist. I am on the 


me@ical staff of the Martha Jefferson Hospital. 
se obs 


Q Dr. Moon, are you now or have you ever been a 


merber of any medicsi secietie: seiating to your practice in 


otolaryngology? 
zs 8 8 


A- I am a member of the Albemerie County Medical 
/ 

Society; Medical Society of Virginia; Southern Medical Society; 
American Medical Association; Virginia Society of Ophthal- 
mology and Otolaryngology; american Otolegica? Society; 
Pnexican Laryngological, Rhinological and Otolaryngological 
Society. 7 | 

Q . Is there any special requirement relating to your 
practice in ctolaryngology in order to qualify fox any of 


those medical societies you listed? 


‘ 


A The American Laryngological, Rhinologi¢ai and 


Otolarytgological Society requires a thesis, and that is the’ 
only one, I believe, of those that I listed, that requires any 


special thing to become a member. 
s 2 8 : 
Q Are you a Board certified member of aay 


274 
what the response of the vestibular apparatus is to cold water. 
What you are really interested in is, is the patient 4 


« 


still dizzy, having vertiginous episodes. A physician treating 


Meniere's disease will have the patient come back to see him, 


see how he is doing, spend time with him, do exactly the same 


things that the clinician who is investigating a drug for the 
? = . 


4 
treatment of the disease would do, with one’ exception, that he - 


2, 


would not order ail. of the gepectet studies that would be done. % 


For example, there is io” reason to repeat the 


v 


Bekesy study by audiometric eratuecton in a clinical situation. 
W 
* *¢ *£ 


CARY NELSCN MOON, JR. 


was called as a witness and, after being first duly sworn, Was 


4 


examined and testified as follows: 


zs * 8 
DR. CARY NELSON MOON, Jr. — DIRECT 
Q Would you please state your educational background? 


iN. = College education at the University of Virginia. 
A B.A. in medicine. Then the Univesity of Virginia Mecical 
Schooi, M.D. And then say Srey txaiting, the 
of or ee at che University of Virginia Zospiteal. 
‘Q Did you mage an internship, Doctor? 
| A ' Yes. I had two internships. One was in the Navy 
at Newport, Rhode Island, aad one at the University of 
Virginte in the Department of Surgex 
Q. And recidency? 
iN mast aeseytonee in esr, nose and earost 


University of Virginia. 
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:Q Dr. Moon, would you state what positions you hoid 
er what professionally you have done relating to your practice 
in otolaryngology? : 


A I am at present clinical assistant professor of 


otolaryngology at the University of Virginia Medical School. 


I am also called an attending otolaryngologist. I em on the 


= 


me@ical stazf of the Martha Jefferson Hospital. 
** 8 a 
Q Dr. Moon, are you now or have you ever been a 
merter of any medic«i scecieties sei2zting to! your practice in 
otolaryngology? 
¢ * ie 
A- I am a member of the Albemarle County Medical 
/ 
Society; Medical Society of Virginia; Southern Medical Society; 
American Medical Association; Virginia Society of Ophthal- 


mology and Otolaryngology; American Otelogical Society; 


exrican Laryngological, Rhinological and Otolaxyngological 


Society. 


Q . Is there any special reqvirement relating to your 


practice in otolaryngology in order to qualify fo: any of 


those medical societies you listed? a oo eas 


me a 


A The American Laryngolocical, Rhinologicai and 
Otolarytgological Society requires a thesis, and that is the 


only one, I believe, of those that f listed, that requires any 
special thing to become a member. : 
zs * & 


Q- Are you a Boeré ceztified member of any 


specialty? 
A On the American Board of Otoiuryngeisag7. 


Q 
ee My subject cveciali,” is otology but ‘here 
/ 

Board of Otology. aoe 

Q Would you please explain what otclos; deals with? 

A Oteohogy is the car pact of car, nose and throat. 

Q Doctor, have you published any papers on your 
speciality to data? 

A I published approximatly 15 papers on my 


specialty. 


es * £ 
Q Were questions «s to predictability -- was this 
Giscussed at the Mayo Clinic at this symposium? 
A The natural history of the disease was discussed 


or was the subject of one of the papers. Dr. Sohn Lincsey of 
x 


y 
Chicago talked of this. If I may read what he sayc: 


"The episodic nature pnGicnnrecicenD ee tty of 
attacks have been dominant features of the vostibular distur- 
bance." 

Do you want the page aumber? 

Yes, please. 

‘Page 328 and 327. 

“Who is Dr. Jonn Lindsay, vlease? 

Dr. Schn Lindsay is a well known authority on 


Meniere's as well as all ear problems in Chicago. 
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Q Dr. Moon, you stated that the symptoms associated 


with Meniere’s, tne vertiginots episodes, I believe, can 


. 


spontaneously abate, is that correct? 
A Yes. 


Q In your experience, how long have you seen some of 


_ these remissions icst betvean attacks? 


7 Z couldn't state any specific cases but I think the 


fact that I see 89 to 90 new cases of Meniere's a year, I 
i | ‘ 
follow these patients along. It is apparent that the majority 


of them either spontaneously remit or have only minor reoc— 


urrences of their problem because they don't come to surgery 
< 
e many of them chance dectors. 


This is typical of the Meniere’s patients because 
ie 
Q Can a patient, in your opinion, hava 

i. 

ii 


they are so desperately seeking help. 


remission lasting longer than a year? ie 
. = 1 ity 


A Yes. I have: just heard of one that lasted iS 


years. Dr. McNalley of Toronto, i believe, saig@ that to. 


consider a patient cured of Meniere’s Disease he would hav2 to 


be free of attacks for four vears. 
* * 8 : 
Moet NTN sa | : 
EXAMINER SRENNESN: What has been your experience 
in that regard with your patients, Doctor, in SS te the 
> = > 2 > = 25 
regularity of vertiginous episodes in diagnosed Nenieze' s 

y ——~ 
patients? i ee 
x 
TRE WITNESS: The oniy reguiarity I observac tuith 
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these patients is that they do seem to have clustec: 
attacks during which period of time they are regula 

In other words, they may heve twe oz three or four 
or five or more attacks a week even for a period c= 
weeks or geverai months. ‘Tken suddenly they stop and nave 
none for months cn end ox have only an occasional attack 
for months on end. 

But to my experience, it is totally unpredictable 
in patient a thet this is going to occur or that they are 


going to remit. 
* * & 


THE WITNESS: Fortunately, I don't believe I can 
remember anyone having the so-called cluster longer than 
maybe several months. _ 7 = \ TS ice 

EXAMINER BRENNAN : Can you predict, from your 
experience, poctor, how long a period that patient or that 
_ type of patient would experience a total or partial remission 


from this cluster of vertiginous episodes? 


THE WITNESS: I couldn't predict that, no. 


Q Doctor, along these lines, do you know of any 


Meniere's patient, a special type of Meniere's patient, 


where in fact it could be said that the pattern of vertiginous 


episodes will follow a predictable course? 
A _—s Now =~‘ would have to stick with my previous 


testimony that it is unpredictable. I have felt, and this is 
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my own opinion, that if I could see 100 patients with their 


initial one or two or three attacks of vertigo, that probably 
as high as 90 of those 100 will spontancously remit and maybe 
go for years without an attack -- in other words, they are 
clinicaily well -- maybe five of this 100 will have seeeraiee 
tent attacks which they can live with which they may report 
to you or:may not, and this may go on for peor 
another five of this 100 vill follow 2 downhill 

course or degenezative course and possibly come to some surgi- 
cal approach. | 

Q poceors are you familiar with a doctor. by the 
name of Willian Haas? -- fe 
A Yes, I em. 
Q Is he a weil recognized expert in the are2 of 


Meniere's Disease? 


A I consider him so. 


Q - Have you read any works by Dr. Haas? : 


A Yes, I have. 

Q In any of the works of Dr. William Haas, have you 
seen anything indicating that in fact the patterns of verti- 
ginous episodes will run a predictable pores within the 


4 


patient himself? 
A I don't ever recall readiag that. 
Q Are you familiar with a Dr. Henrikkson, from 


o 


Uppsala, Sweden? 


Yes. 


Is he a well recognized expart in the 


Q ‘Have you read auy works on “Meniere's 


f 
U 


this doctor? cb 
A No, I heve not. 
Q dow about a doctcr Nicholas Toros 
A Yes, I know him. 

/Is he a well recognized expert in 

Disease? 

Yes. 
- 


Q | Have you read any publications written by Dr. 


Torok on Meniere's Disease? 


A Yes, I have. At the moment {I can’t recati any 


specific ones. 

Q | Do you remember whether oz not there wes anything 
in any of these publications which you read indicating that in 
fact Meniere's Disease will run a predictable pattern wit 


respect to vertiginous episedes in an individual patient? 


A. I det accall reading thot, 


men of your specialty in ~wadicine conceming the predictability 


- 


or unpredictability of vertiginous episodes in positively 


diagnosed Meniexa’s patients? 
accepted view is 


that it is unpredictable. 


* 
DR. CARY NELSON MOON, JR. — CROSS 
* 3762 Q And you mentioned both in response 


question and also ezrlier today that many of 


from dector to Gector; is that correct? 

A Yes, sir. 

Q Why do they do that? , te 

A I think it is perfectly natural th at they So this 
They are seexing help and they hear from i = friends or from 


others abou doctor co an@ so in another town. 


As an exanple of this, f 7 an intelligent executive 


type individual in my office, told him about Meniere's, told 
him what he had. Less than three days later : got 2 letter 


i= 


from Hopkins. He had left my office and gone to Iopkins. 
Within a week I zece: ‘cter from Kenphis. He had Left 


Hopkins and gone to Memphis. Ue had gone to three places in 


a matter of a week because we didn't cure : 


[NOR DRENNAN: 
you currently 
THE 
certainly six months; maybe L2 months. 


EXAMINER BRENNSN: Upon what 


or reach you clinical impression that 


in reducing Sener episodes associated with Heniere’s 
ES ier: Nek a ee 
THE WITNESS: How did i cone to that conclusion? 
“EKAMINER BRENNAN: és, sir. 


THE WIENESS: Mr. Brennan, I don’t know how to pet 


it into scientific terms other than to say — 


EXAMINER BRENFAN: If you put it in lay ters, i 
would be more helpful. 

7 THE WITHESS: You could. .say it is a clinical impressiiog 

- that-you get, and I am persectty avare of the fallacy of clinics 
impcessions. 
" If I use a drug the first time and the patient gets 
a reaction to it, then I have a littie feeling against that drt¢’ 
the rest of ny days, maybe. I am sure that my clinical i: preseL 
of serc is e@ Combination of the observation ‘SNt Riese patients 


- 


continued to have attacks in ayspxte or chis particular treatment 


WILLIAM T. BEAVER 
was called asa witness and, after being first duly svora, + 
examined and testifies as follows: 


DIRECT SXAMINATION 
ees 


| Would you state your educational ey) 


Yes. I received a Batchelors Degree from Princeton 
_ in 1954 and my Medical Degree £xom Cornell University Medical 


“College in 1958. I then went on and did a mixed surgical 
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internship at Roosevelt dospital in New York City from 1$S8 
to i959. Then I went back to Cornell in the Department of 


Pharmacology as a post doctoral fellow for two years. 


Q Doctor, do you have any specialty? 


Yes. = ama phammacologist. Basically e clinical 


pharmacologist. 


Q Would you please expliis vhat’a speciality in 


pharmacology entails? 


| . 
| 


A Well, pharmacoicgy is that science which deais with. 


the interaction of drugs and .:ving systems. 
zs £ @ 
Gg Would you state please what ocositiions +ou have held 
with respect to your specialty in vhesescolasy? 
A Yes. From 21961 to 1956 i was an instructor in 


pharmacology at Coznecli University Medical College and 1966 


to 1968 = was an assistant professor in phazmacolegy at Cornell 
Medical College. 


1968 to the praesent i am an essociate professor + 
pharmacology at Georgetown University School of Medicine. 
In addition, from 1853 to 2967 I was a research 


associats at the Sloan-Kettering Institute for Cincer Research. 
This is where Ii started doing my clinical pharmacology work. 
1967 to 198 I was an associate at Sloan-Kettering 


Ler Cancer Research. 


ver, have you written any papers dealing 
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specialty in phazmacology 

xX have.- 

Approximately how wany nave you written? 

A E beliéve about 26. 
20 Dr. Beaver, so fomiliar with the concept of 

clinical pharmacoiegy = “elztes to the study of d=ugs in 
the effect on humans? 


A Yes. 


Q How does the area of clinical phammacolocgy relate to 


your area of interest as a phammacologist? 


A Well, my -majjor area of interest as a phamsacologist 
ow 
is in the clinical phammacelogy of anaigesic drugs, ,in the 


design of formal clinical trials for efficacy for dzugs which 
sub} etic < 


inf uence |x eee 


Q Dr. Beaver, in the 25 ox so papers you have write 
on phamnacology, how many of these have dealt with clinica 
pharmacolegy? 

A I believe 2il but abovt four oz five. 

ee 6 


Q You stated you are now an associate professor at 
Georgetown? 
A That is correct. 
And you teach pharmacology? 
I do. 
In your teaching of vharmacology do you also cover 


the area of clinical phazmacology? 


eee 
for teaching the. second-vear. 


| 
me@ical students those aspects of the phazmacology course 


Gealing with clinical pharmacology and also with analgesics 


and dxeg dependen 


zation of a fourth-year program -- that is for fourth-ysar 


medical students dealing with clinical sharmecolocyv. 
; 
Q Dr. Beaver, wovld you sav as a pharmmecologist you 
have a special interest in the area of clinical pharmacology? 


aA I would say so, yes. 


@ ow do you obtain <= ssesial training in tne are2 of 


. ! 
clinical phaxmacology? 

A 
this area. Essentially an individual whe was 
go to some piace.where there was a known individual or 
individuals who wera known to be experts in this axea and work 
with them, learn the trade so to speak. | 


It was almost an apprenticeship type?! of situation. 


This would be supplemented with courses, either formally taken 


or informally taken, on subjects such as statistics and also a 


fair amount of study of basic animal pharmacology. 
Q Dr. Beaver, have you worked with others in your 
training in clinical pharmacology? 


a Yes. 


Q Could you please state who a few of thesz were?- Ss: 


At Cornell, Dr. Waiter Modell and Dr. Harry Gold woee 
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two well knewn clinical pharmacologists I studied wméer. Then 


when I went across the street to Sloan-Kettering Institute, 


\ 
X worked with Dr. Raymond Houde, who we a well known clinical 


pharmacolegist in the ezrea of analgesic drugs. 
QT: Dr. Beaver, is there a board in clinical pnarmacolosy 
or pharmacology? 

A ‘No. There is not a baard in either one of these 
disciplines. 

Q Are you a member of any medical societies? 

_R_ ¥es. 

Q Are those listed in your curriculum vitae? 

A whey are. 

Q De. Beaver, Go eny of these mecical societies deal 
with your interest or specialty i: =S. 2 pRarmacoicgy? 

A = Well, the American Society for Pharcecology and 
Experimental theraneutics is the major society in the whole 
area of pharmacoicgy. 

Then there are subsections in this 
of which deals predominantly with clinical pharmacoicsy, and 
X am affiliated with thet. 

Q 63s there any special reguiremer.t which would qualify 
which you need to meet in order to get into this society or 
become affiliated with this society? 


A i Yes. Yow have to be recommended by members of the « 


society and you have to have evidenced she ability to do basic 
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Original research in the area ot pharmacology. 

Q “Dr. ees you hold any aoisioss which relate 
te your area of interest in clinical pharmacology ether than 
your teaching position? 

A” Yes. In the sense of -- I am on editorial boards of 
journals in this area and -~ should I outline speciticaliy 
wnat these are? 

Q Just tell me what you do. 

A- I’ review articles to ; approve or disapprove oo 
for publication in se Clinical Pharmacology and Therapeutics 
and also in the Jovrnal of Clinical Pharmacology and New 
Deer I am on the editorial board of these two. 

I write for the Medical Letter. T write for 
Pharmacolegy, for Physicians. I am a member of the Panel on 
the Relies of Pain in the drug efficacy study of the 
National Acadday of Science-National Research Council. 

X am an intermittent employee of the Food & Drug 
Administration, mainly involved in issues relatin ag to clinical 


design and also the evaluation of analgesics, .- 


Q When did you become employed by the Food & Dr=ua 


Administration? 
oA I khelieve in August. 
Of this vear? 
Yes. 


What is your official position with them? 


wie 
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A Iam a medical officer, intermittent, Bureau of 
Medicine, Office of Marketed Drugs, Division of Neuropharma~ 
ecologic Drug: Surveillance. 


Q Dr. Beaver, axe you familiar with the concept of 


a controlled study as it relates to your area of clinicai 


Saeencatonte 

A I an. 

Q What is the purpose for conducting a controlled 
study? 


A The major purpose for conducting a so-called 


controlled cr well controlled study in this area is to demcn- 
strate primarily therapeutic efficacy of an agent that is 
Supposed to have some particular therapertic use or other. . 
Q Dr. Beaver, have you persona-ly designed any con- 
trolled studies for the sole purpose of detexmining eithe 
safety or the efficacy of a drug for the treatment of any 
condition in humans? 
“A- Yes. 

How many have you so designed? 

A couple of dozen. 

Fn what areas? 

Almost exclusively in analgesic. drugs. 

What is an analgesic drug? 

Drugs for the relief of pein such as aspirin, moz- 


ghine and the like. 


289 

“Eave you conducted any of these studies pexsonaily? 

Yes, I personally concucted all of then. 

EXAMINER BRENNAN: Designed as well as conducted? 

TEE WITNESS: Yes, both. 

BY MR. CUTLER: 
aoe Bave you perscnally eeaieated the clinical design 
of any contxolled study other than these designed by you which 
were designed for’ the purposes of evaluating the efficacy of 


the drug in huaans? 


A Yes,.a great number. ~ 

Q Under what circumstances? 

A ‘Well, in my position on the editorial boards of 
these jcurnais, my decision as to whether a study is valid 
ane worthy of publication is based on my analysis of design 
consideretioas usually. 


T have evaluated a great number of studies in the 
course of writing for the Medical Letter and in the course of 
my woxk as a member of the drug efficacy study. And also in 
the course of writing certain review articles which are in 
my bibliography on mild analgesics and relief of pain. 

Q ‘Tn @ealing with analgesics, ina drag efficacy studies, 
what are you usually measuring? 

iS Subjective response in that this means that this 


is not an effect that you can measure with a4 machine, such as 


blood pressure or by a chemical analysis, such as blood sucar 
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or urinary electrolytes or something, but rather an experience 
that the Se has which must be communicated to you >y vord 
of mouth, “and the major problem here is developing scales which 
allow you to rate such experiences in a way that is meaningful 
Fee EE a pharmacologic evaluation. 
Q Have you taken any courses in statistics? 


Yes. 


A 
Q i Did these courses relate to medical statistics? 
A They aia. ; 
-Q Dr. Beaver, in the course of evaluating a clinically 
controlled study have you had the opportunity to zopiy 


medical statistics? 


+o clinical 


pharmacolegy? 


oA -Well, in a nowber of ways. First, statisticai 
technignes axe used to summarize data, to enable you to present 
data fin a way that is meaningful, so that the Eee can look 
this data over cae quickly come to an wae of the results 
of the study. 

Secondly, statistical concepis ‘are used in the 
design | of the study in such areas as the allocation cf treat- 
ments to patients ox in using methods to avoid bias and the 
like. 


Thixaly, formal tests of statis sticai signi 
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: To, . 
are useeé if one observes a difference in the response Xs 
so drugs end wants to determine whether this difference 


likely to be dua to chance aione oF whether there may be 
effect of txeatment. 


Q Dr. Beaver, 7 believe you eerlier stated that you 


were a member of the N-tional Academy of Science National 
Research Council, is thet correct? 
A ‘The Drug Efficacy Study Panel, yes. 


Q What is the purpose of this council? 
A Well, the drug ¢fficacy study, which was sponsored , 


by the Naticnal Academy of Science-National Research Council, 


was set uo to review drugs put om the market between, I believe. 


_1938 and 1962 in relation to slaims of acy which during 
this interval t been : Socus of che Food & Dreg 
Administration's revi¢-7. 


. 


Q With what axzca of intere ware vou involved? 


A = was on the Penel for Drugs for Relief of Pain. 


Q. How did you become 2 member of this p:inel? 


A £Thexve was 2 rather small group, I believe, ot very 


well known pharmacologists and clinicians in the country who 
set up the study and set up what pancis were going to be 
needed and gave recomaendations as to members with excertise 
in each of these areas to serve on these aoa. 


As a result of this, I evidently was chosen and 


received a letter requesting me to give my time in this. 
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EXAMINER BRENNAN: Doctor, could you estimate for 
us how many clinical studies you have evaluated in the course 
of your medical Rane! 
THE WITNESS: Oh, maevbe a thousand, 1,5C0. 
Now in most cases, this didn’t involve. evaluating 
all of the original data on these studies. Most of these, 
it was evaluating a report or a published report on the study. 
in certain studies that I evaluated for the FDA in reference 
to the oe case, I evaluated the data ricnt Gown to the 
original data sheets and so on. In most cases these are 
evaluating published reports or manuscripts. This sort of 
thing. 
s * * 
Q Are you a recognized clinical expert in Meniere's 


disease or Meniere’s Syndrome? 


A No. 


Q Are you a clinical expert in the treatment of that 


disease or condition? 
A No. 


Q Have you ever conducted any clinical tests relating 


to the treatment of Meniere‘s Syndrome or Meniere's disease? 
A No, I never have. | 
Q Have you ever treated a patient with Meniere's 
Syndrome or Meniere's disease for the purpose of trying to 
alleviate the condition? 


A I would say I have seen about two patients with 


this condition. 
Q When did you see these patients? 


Five, six years ago. 


A 
Q Under what circumstances? 
A 


Well, while I was working at James Ewing Hospital, 

Memorial Sloane Kettering Cancer Center, z occasionally worked 
in the employees heaith service and under the circumstances 
there were a few patients there with this problem that just 
came in to get prescriptions refilled or something of this 
nature. That is the circumstance in which I sav the condition. 

Q Did you diagnose these patients as paving Meniere's 
Syndrome or Meniere's disease? , . 

A No. I didn't make the initial diagnosis. 

Q On how man occasions did these patients visit you? 

A Not more than two or three times each. 

Q Dr. Beaver, in the course of your medical 
education, did you ever study the condition known as Meniere's 
Syndrome or Meniere's disease? | 


A Yes, on two occasions. 


Q What were those occasions? 

A One in which the subject was presented in medical 
school as part of the section on otolaryngology, and this 
amounted to maybe an hour lecture on the subject and 2 demon- 
stration -- that is, an interview by the professor of one 


or two patients with this condition. 
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Then secondly, in the course of preparing for these 

hearings, I have read a number of textbook references, 
journal articles, SEES Ce Meniere's disease. 

Q Dr. Race Cre part of the training for your 
specialization include the study of Meniere's disease? 

A You mean part of the training to become a clinical 
pharmacologist? 

Q "Yes. 


A No. 


*- * © 


© "| Dr. Beaver, havé you read the transcripts involved 
in this case? 


Yes, I read, I believe, all the transcripts of the’ 


An@ their @iscussion of Meniere's Disease? 
‘A ¥es,.including those by Dr. Rubin and Dr. Wolfson, 


Dr. Pullen, I believe, Dr. =~ 


a Would you please describe, or cite, some of the 


» 


texts which you referred to? 
zs * * 


THE WITNESS: I believe some of these have already 
been inserted as part of the record. Jackson and Jackson's 
Diseases of the Nose, Throat and Ear, a puper by Dr. Clemis of 


ee 


mies, An £5 associated with Dr. Sbawso dut there and is 
evidently an expert in this area, which appeared in the Zliinois 
Medical Journal, Volume 132, December 1967, entitled. "A Fresh 


Clinical Lack at Meniere's Disease.“ A chapters from 2... “ext 
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book of Gtclazyngology, edited by Delieiss ana Saunders. . 
chapter from a book by Simpson, Hall-.and Coleman, entitied 
“Diseases of the Nose, Throat and Bar.” A chapter fron a book 
“Diseases of aibacsees Throat and Ear,” by John gacob Ballinger: 
which was published in 1969. | 


Yet anoth ¢ book, entitled "Ear, Nose and Thrceac, 
second edition, by Scots Brown, Ballantine and Crores A 
paper from the Proceedings of the Royal Society of Medicine, 
by a-Mz. Brian Pickard. This was entitled, “The Prognosis 
; i €0 : 


in Meniere's Disease," and appeared in Volume {on October, 


1967, page 16. 


EXAMINER BRENNAN: Volwne of what publication? 


THE WITNESS: Proceedings of the Royal Society of 
Medicine. A chapter in a texthcok on Neurology by Kringer aad 
Saks, sixth edition. A Giscussion of the subject in Beeson 
an@ McDermott’s Textbook of Medicine, cweifth edition; 1967. 
A paper in another textbook of Neurology by Bernaxé Alvers. 
This is 1963, "Clinical Neurology.” . | 

And a xather brief summary in the "Principles of 
Internal Médicine," by Harrison and several other authors, 
the fifth edition, 1966. 

BY MR. CUTLER: 

Q Dr. Beaver, would you please describe for the record 


what your understanding of Meniere's Disease in fact is? 


A My understanding is that this is a chronic, benign. - 
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when I use the word *benign" here, I mean it is not life- 
threatening -- condition of the inner ear, characterized by, 
classically, <né deafness, vertigo and tinnitus often accompan- 
ied by Sensations of fullness in the inner ear, nausea and 
vomiting with the vertigo, which tends to be periodic -- come: 
on in episodes. The deafness is of a slowly progressive nature 
with a superimposed, varying degree, of deafness. 

This condition is generally unilateral, but may be 
bilateral. The pathogenesis of this is believed to be 
associated with an increase in pressure in the endolymph 


the inner ear, but the actual etiology is in most cases un- 


‘ 


known. 
Q Dr. Beaver, if you were involved in a drug study 


to determina the thernpeutic effect of a particular drug on 


relieving vertiginous episodes associated with Meniere's 
Disease, would you be measuring a subjective response? 


A Yes. 


Q Dr. Beaver, are you familiar with any tschniques or 


principles employed in the area of clinical pharmacology in 
the design of a controlled study? 

A weer There are certain principles that are generaliy 
quite well-recognized and appear in many different books and 
articles on the area. 

If you would like, I can enumerate them. 


I wish you would enumerate them, but confine your- 
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seif to situations where you are dealing with determining the 
efficacy of a drug in humans. : i 
A Yes. Pirst, there is the matter ptlicteariy defining 
the purpose or the object of the study, and this involves a 
clear setting down of the Enocasee to be tested, the question 


to be asked. 

The second «ig:.ificant point is involved in a choice 
of subject. This also involves definition of the particular 
disease entity to be studied, the diagnosis of this disease in 


the subjects, and what subjects are to be included or.excluded 


from the study. 
The -third point is the choice of the particular 
effect or effects to be measured as indices of theraveutic 
improvement ,or side effects, shovld these occur, and a choice 
of the ways in which these particular effects are to be 
measured. : 
The fourth point is the selection of the dose of the 
test medicaticn, or doses of the test medication te be used 
in the study. 
Fifth is selection of an appropriate standara or 


standards of comparison for the medication under test in the 


study. 


Sixth.point is the methods of assignment of patients 


to the various treatment groups. This is intimately tied in 


with avoidance of bias in the assignment of patients to 
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_ treatments, end this is also related to ea decision as to 
whether to use 2 non-crossover or crossover type study. 
Seventh jer those considerations relevant to the 
avoidance of bias in the assassment of the results. This, 


of course, is related to the so-called double-blind procedure. 


Q Dr. Beaver, I believe you also menticned Le your 


original list the issue of a choice of variables. ‘ould you 


please explzin what you meant by this? 


A Yes. This is a most important factor in a clinical 


trial. One must decide what the crucial things you want to 
Lynwedt« 
measure aré’. This should be iniasmethecaly related te the 


por whh Y 


therapeutic objective poe er Grug is going te be usec. 


A 


For example, i= one is interested in developing 2 


drug that is going to relieve pain, obviously you want measures * 
that will accurately reflect the degree of pain ths patient 
has ané@ the degree of relief this patient gets from medication. 


“Se may measure a EEE o£ other things. dow 


pieery the. eas is. in general, how the drug makes them 


feel. So on. But ‘you have to narrow in on the particut 


measure you are intercsted in. 


Now, there are a wide variety of measures one cen 


use... Some of these are objective measures. Wnen you have a 
condition that lends itself to objective measures, this can be 
very nice because these can be measured very often by instru- 


ments and they. don’t tend to be as influenced by suggestio 


subjective measures. 
The most clearly objective measure of deug response 
in those situations where the issue is. 
drug save a person's life e? ‘there is very seléca any question 
aftex the fact as to yhether somebody is in fact alive or 
dead,)so there is a very clear end voint involved in this. 
ARES when one is dealing wi ith, say a drug that 
is a diuretic, “the purpose of which is to clear flvicd and 
certain electrolytes out of the Body. you can get a very scod 


objective measure of the effect of the diuretic in terms of 


the amount of urine lost in a given period of time, the decrease 


SS 
in body weight as a result of aro the electrolyte comcositicn 


of the urine and so on. 

These are all objective meesures of effect. 

Now, ene can also be involved in subjective measures 
of effect. I would say the najority of arugs that are 
administered by physicians are administered to influence 


subjective effects. Namely pain, anxiety, nausea, EGicziness, 


all of these have in common -- mood, such things -- ali of 


thess have in common that there are no instruments thet one 
; 


can hook up to a patient or no chemical tests you can Go ca 


@ patient which directly reveal these types of effects. 


Hence, cne must devise scoring systems in which ane os 


then “interview the patient, take the answers the patient gives 


you to questions, translate them into scoring systems which can : 
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then be used to evaluate the patient's response. 
.Q Lat me ask you this question in this regard: 
Suppose you choose a particular variable to measure 
find it difficult to measure. Is it permissible to svbstisute 
another variable to determine the effect? 

A « This can lead to problems. it Oceana 
understand from your question -- in other words, 
really interested in pain but you feel. that pain 
thing to measure and you know -that there is some 
betveen, let's say,galvanic skin response, the way somebody 
sweats, to how much pain they are having. 

Can you measure your sweating instead using an 
vy, and then extrapolate your results back to the 
assumption as to whether the patient was in pein or not? 

Q That is correct. .That is what I was asking. 

A in this case, no. The problem here is that in 
ozder ¢ re you have to have previousciv demonstrated 2 
clear anc consistenc selationshic betreen the gecondaey respows& 
which y ant. measuce and che 2: Tesnonse that vou 

haven't demonstrated a very 
clear and consistent relationship here you may wiad mp chowins 


that the drug has an excellent effect on sweating, let's say,’ 


but really is not particularly related to how much pain the 


person has. 


.e) Doctor, suppose wa were dealing with measuring the 
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effect of a particular drug as we are here, Serc, on the 
relief of vertigincus epis associated with Menieze’s 


Disease. 


In order to, let' sy substitute electro-nystagneg 


’ 


as en indices to see whether or not in fact the @rag is effi- 


cacious to relieve the vertiginouws episodes, what would you 


have to establish between electro-nystagzography -- the results 


an electro-nystagmography -— SERS in electro-aystagnogrsPhy 


and whether or not in fact the.person was suffering a vertigi- 


nous attack? 


Q You would have to establish a very aga degree of 


correlation between the occurrence of some posit tive effect 


ox coulé measure with elactre-nystagmogrea: hy and the occur-_ 
Y Sea Puy 


rence of a vertiginous attack. 
Purthermore, from my understanding of Meniere's 
Disease, these attacks occur in a sporadic fashion over lon 


periods ‘of tine whereas the person is cnly hooked onto the 


ekectro-nystacgsogzaph for a short period of time, say every 


week or two or how often he goes to tie doctor, and of course 


the electro-nystagnogram then could not ~-- I woulda’ t osy 


could not but I couldn't see how it would reflect the totai 


past expericnce of that individual over the previous weer, ' 
which of course is the thing you are bas seally interested in 


in texms of alleviating vertigo. 


Q Dr.” Beaver, I think you next mentionea or listed one 
! 
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of the issnes raised or one ef the impoxtant factors 
couparison -- the standard of comparison as being an 
principle. 
Would you please explain what you meant by this? 
A Ss. You see, all therapeutic studies are esscn- 


tially comparative: ‘You are always conparing e test mecica- 
as « 
were talking in Bom, é 


chemistry, with something else, and this == gomathing else 


tion ox the unmkncwn,so to speak, if you 


mey either be the effect of no therapy at all, may be che 
effect of a placebo, it may be the efiect of a standard medic 
tion, it might even be the effect of, say surgery or diet oF 
some standard procedure. 

iBut there is always this comoarative element 
inherent in any clinical triai because, of course, when you 
finish the trial what you wamt to be able to say is thet this 
arug does something ané what it does has to be relative to 
what would have happened if you had done something eise. 
, In other words, if-you say 80 percent of the people 
got better and therefore 1 think this drvg should be usad, it 
implies that iff you didn’t give the drug 80 percent wouidn't 
have .gotten better. There-is always this compazative feature 
in-a clinical Srial and therefore the choice of an appropriate 


standard of comparison, and sometimes this is referred to as 


the control, although this can lead to some confusion because 


the word control means a number of different things, but 
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often thia is xeferred to as the control and the choice of this 


is a very importent point. ae i 
FA »-* * 


THE WITNESS: The wore control has come to have many 
different drenfines. It is just semantically confusing. The 
original meaning, when you said this 
meant that it incoxmorated not cnly a test medicczion sut alse 
some standard of comparison so the control was Oxigince2iv the 
standard of comparison just as it is in anal tise. che: istry 
where you have e solution containing what you are iook...¢ for 
and then you heve 2 biank, vor see, and you meast=2 both so 
this gives you a control. 


. 


Now then, this evolved into pecpl: spesking about 
well-controlled studies and then various otner types cf 


controi#WM procecures were superimposed upon this such es the 


dovble-blind control and the like, or suitable controls through 
Yanccrization, so the word became quite diffuse “in what it 


meant. 


. EXAMINER BRENNAN: What is sought to be controlled 


in a wall-controlied study, Doctor? 


THE WITNESS: Well, the purpose of the study is tc 
be able to come to a conclusion yin the cese of a therapeutic 
efficacy study that. a particular treatment is superior oz does 


not sccm to be superior to some other treatment, be it 
s : 


placebo or standard treatment. 
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" Sow what you have to control to come to this con- 
clusion are all variactes which may influence the outcom: -f 


the study other than the treatment in question. This introduces 


the concept of what a pharmacoljogist refers to as bias. 


EXAMINER BRENNAN: Is it a fair statement to say, 


then, that the word control in the field of clinical pharma- 


cology as it relates to clinical investigations of drugs was 
directed towards the control of varia>ies in the study? 

THE WITNESS: Now this is the implication, yes. When 
they say we did a controlled study of such and such a drug, 
the implication here is that there will not only be a standard 


of comparison present but that various sources of bias will se 


controlled as well. 
i s-s *& 


Q. Dr. Beaver, I believe we ware discussing historical 
controls as a technique to study drugs. 
When is it permissible to use a historical control 


in a drug study to determine efficacy? 
zs * *& 


Permissible wou,d mean scientically valid to draw 


inferences of efficacy from the results of the study. 
zs * * 


TIE WITWESS: Virtually all professional clinical 
pharmacologists that I know would feel that the only situation | 
in which a historical control would be an acceptable standard 
o£ comparison for efficacy would ba ir che case of a disease 


which had a decidedly characteristic i:d essentially 
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irrevocabie course. . In vorks that people who are js0 to 
speck, really SEE workers in this area, who have 


written the basic books and so on, people like Howdg Dz. 

Walter Mcddell, Bradford Hill, Sir Austin Bradford Hill in 
re eee 7 

England, people like Mainland, Ligcwste> Dr. Beecher and others, 

they would all go along with this definition of the eiecameeanee 

under which a his storical control would be acceptable, and 

what I mean by an irrevocable and characteristic course, in 

the first place, there are those diseases anton are uniformly 

fatal. There have been perfectly acceptable studies using 

historical controls in these diseases.” Rayan mein 

before the advent of Streptomycin was 100 aoe fatal ‘so when 

the-initial study with streptomycin was done they dicn*t aie 

the patients ond give half streptomycin and half placebo. 

They gave all streptomycin and seved 30 to 40 percene This 

was such an overwhelming change from 100 percent morcaiity 

always up until that time that this is an acceptable control. 

Similarly in the case of subacute bacterial 
endocarditis before the advent of penicillin therapy this 


disease was 106 percent fatal. 


If you started to show the stignaeta of this disease 


it was the end. Then they started giving massive coses 
of penicillin to these patien ts and = substantial percentages 
were cured. SEERE again is a valida use of historical control. 


There are also nonfatal diseases which one could 
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have a valid historical control in. Where certain neurological 


Conditions exist that are just not known to remit spontaneously. 
In other words, if someone suffers a complete transection 

of the spinal cord they are irrevocably oaxmcfe paralyzed 

from that point down. If you nad some treatment that you 

could apply to two or three such people and they could cet up 
and walk, this would sc a valid historical control because 

we knoy «hat uniformly and without exception these pecpiz 


have a -- are paralyzed end would not be expected to co this. 
se 


Q  Waat would te che problems of running an efficacy 
stucy using néstorica? controls in situations other then you 
described where in your opinion it would he permissible? 

A The problem is twofold. 

In the first place, the dissase is subject to 
spontaneous fluctuations. Let's say a Ss percentags of 
people just get well anyway. This nay, be "diseases which 
sometimes are fatal. These may be serious ilinesses. Say acuc¢ 
pulmonary tuberculosis. When you have individuals with 
pulmonary tuberculosis, you put them to bed, a certain 
fracticn will die ~~ this was before ¢ had any specific 
Grugs -- and another fraction will wicimately go on sick for 


a while and eventuaily overcoma this illness and live. 


However, there is no absolute consistency between group and 


group as to these fractions. 


In one group of 20 pationts 3 sanitorium in 
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Switzerland you may have three deaths and 17 survivals. In 


another group some place else you might have 40 dezths and 
10 survivals. | 
So a priori-there is no way of predicting with a 

group of 20 patients as to what fractioa would : se CESSES =o 
survive. ~ 

.Q Dr. Beaver, I believe you stated you had designed 
studies dealing with analgesics in relieving pain in cancer 
patients. | 

A That is right. 


Q Cancer An an irrevocable Signe. is it not? 

Well, the tvpe of patients we generally used were 

they had widespread disease. Cancer 

itscif is curable if one gets to it early enough. But the 
particular patients we were using were ixrevocably iil. 

Q Would historical controls be proper in that type 
of study? : 

A Not in the type we were doing becatse you see we were 
studying a subjective response, nemely, the Bavico so day status 
of the indivicual's pain, and this can fluctuate spontancously 
even though the long term course o£ the disease is downhii:, 


even thougn een ese people wild die from their 


<tr oe * 


meer. aoe may BOS SS pain. Pain mney coni2 and go away. 
Furthermore, che seconé feature which I was pointing out is 


that not only Go vou have a spontanecus fluctuation in the 
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course of certain disesses but you have the efiec 
ibility and.that is the very potent 
force of tas personality, his image 
have on the patient: and ‘cause the patient not just to say 
that he is fecling better but actuzliy to feel better oy 
virtue of ji = seing cxcated, ynether the treatment is taving 


any cffiect or not. 


So waen you have something thet 


cher-cteristic ox irrevocabic the efiects 
and the effeces of spontancovs variation in the course of the 
can conftoud <he 


Dr. Beaver, in your opinion, if you were to cesicn 
a study =o determine the efficacy of a prccuct for relieving 
vertiginous episodes associated with Meniere's discase 
would historical controls be a proper study method? 


o- 


A No, it would not. 


zs * * 

A a » How I know Dr. Rubin and)I believe, Dr. Wolfson 
a coup... of others, otolaryngologists who have testified 
here, have said it follows a predictable course in an 
individual patient. All I can say is that this does not 
seem to be consistent with the bulk of published literature 
on the area and at least it leaves this matter as one of con- 
troversy. 


In the event of controversy as to the course of 
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the disease, a good clinical phams2cclogisé alwavs foliows 


the saZest route. “here there is 4a issue as' to whether the 


course is predictable or na&, you assume it is not and 


incorporate standards of comparison that will control Zor 


this. 
-Q Bre you iwazrs one of clinical sharwecologis¢s 


on this particular point? That is -- 


AR Which point? 


Q The particular point being when historical contzrcis 


are valid or scientifically vatid to deternine the effisacy 
of a drug. 
A In general, in that general point, ase there is 2 
virtually unanimous feeling that in those conditions 
Eollow a variable course, or a course that may be irflu- 
enced by suggestion or in situations where the parameter 


PoE : ine : 
are measuring is a response, that historicsi 


controls are not an acceptable method. 


se #® 
c Other than historical controls, = other types of 
standacés of comparison are. emo; jeyed in clinics! pharmacology? 
A fhe first, which is not too cften enatoyede is the 
ne treatment comparisoa, and this means that you take your 


patients and Givide them into two or more grouns, one of 


which gets no sherapy at all. 
zs * *& 


Now, the drawbacks of this are obvious, because in 
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the first place, when a patient comes to a Goctor, he expects 
to be treated. I£ the doctor mearly recerds ali the patient's 
preblems, does a careful physical examination, and pats hin 
on the shoulder and sends him on his wey and says come back 
in two weeks and let me know how you're doing, with the idea 
shis will be the control, very often the patient wiil 
some back in two weeks. . 

: Furthermoxe, as I mentioned before, the very fect 
See ee docter me a patient, the fact that he gives a 


nedication as a tanqible therapeutic symbol, has a profound 


psychological impact on the patient, and in general tends co 


make the patient feel hetter, although there are a few perverse 


patients who always feel worse when you do something tor 


ther. on general principles. 

But in gener2l, there is the effect of expectation 
that the patient expects that moses the doctor gives him 
“a meéication, anv medication at all, he will fees setce 

This is whct is known as the placebo effect. <=nhere 
is no control in this no treatment comparison for this 
placebo effect. S 

“So if one sees a hetter response on the medication 
than the patient getting nothing, it may be due eithér to 
the fact that you have an active drug or that the patient 


who is on medication is getting a good placebo effect from 


that medication, from just the fact of having something 
: - . be 
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é hr < i 
given to them, and hence is feeling better than the patient 


who has received no medication at all. 


The way that the pharmacolcgist or the clinician 


doing drug studies copes with this is through the use oF 
a placebo, and this is a treatment which is devoid of pharme- 


ecologic effect, but resembles the active os Toes ace 


“treatment in its physical properties and taste and the like. 


’ 


So now both groups feel cheys are heing treated, but 
one group has only the effect of suggestabii 4 y in the placebo 


effect, and the other group has the effect of the placebo plus 


the additional effect of whatsver drag actions are inherent 


in the medication. 


Hence, when one demonstrates 2 difference between , 


these two, the difference, assuming that other factors have 


been properly taken care of, is due to the pharmzcologic 
impact of tie medication, anc then one can nake an infsrence 
of efficacy on this basis. | 
s * | 
Q I believe you also listed as one of the princioles 


of technique in evolving clinical design a3 EX @avoldarce o 


bias in the assignment of treatment to per sene Se 
Would you please describe what oe mean by 22is? 


A Yes. This goes right to the root of the whole 
theoretical basis of trici. As f pointed ont to 
~ 


Examiner Brennan, the logical basis of a clinical trisi is 


one of a comparison of two treatments, and what one wishes 


312 
to be able to do after the trial is completed i 


cawsaliy that if there is a statistically signif 


ence between the outcome after the <wo treatments thar this 


a@ifference is due to the treatment and not due to bias. 

Now, you see in this context when a pharmacologi<€ 
refers to bias, he is not only referring to the conscious or 
unconscious precvnceptions of, let's say, the investicstor 
or the patient, but he is referring to any variable which 
may influence the outcome of treatment, and is unequally 
distribute? between the two treatment groups. 

Therefore, suppose most of the sic!.:st people were 


in one croup and the ones that wecsen't so sick were in the 


other group? This would constituzce bias, because this “ould 


tend to inflzence the outcome of th: treatment. 
s * *& 


EXAMINER BRENNAN: Yor instance, Mr. Cutler, iet me 
give vou an exampie. You mey Gare not to. That is perfec 
within your preregative. 

Dr. Beaver, Go the pzinciples of stratification 2né 
Yandonization apply te a sample therein the diagnosis of =. 
lisence conditicn ‘volved is qvestionabie is ao oS rin 


Sample members ar... :..ctain in other sample -.-s2rs? 


EXAMINER BRENNAN: Perhaps if ve 


like <noct, Mr. Cucuer, -t might da of more: 22.52 in reading in 


the wastoi': Say. 


fox 
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uR. CUTLER: f£ accept the Examiner's 


Ex. Beaver. 


BY ER. CULLUR: 


2 @efinite diagnosis 
onsable dingnosis of Menie £ an ‘ = ack rhose 


with qucosticnisle alaecnoses of Menisz S were elininated from 


oz thls study. withonst Say prick | Stxractiticatic 
in your spinion would this be a scientifically invalid study 
to determine the e 


conditico 


WITNESS : Stratification can be applied 
~ f s 
before ome sets up the randomization for the Study te segregate 
let us sav y,¢ @finite cases of a condition from, say probadic 
cases of a condition. 
And then after the study you car Look at she detina 


YY, the probable separatniy and then combine thes 


ao them together. 


ation eny more, 


word you would asply, it involves picking out 


x the study and discarding cextain ones and 


tain ones on the basis that some were iclt to heve 


@ questionable diagnosis ané others had a cextain clagzosis, 
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this leaves the way open for a very sexvious bias to be intzo- 


. 


duced becance either consciousiy ox msciousiy the investi- 


gator may come to the conclusion ce vhecher the‘ parsen had 


= 


in fact Naniere's Disease on the = ke regvonied to 
the study drug. 

So, again you nave 2 type of cirstlar sort of reason- 
ing wrere you tend to produce the type of results tnat you 
expect you axe going to produce this on 

EXAMINER BRENNAN: Doctor, while counsel is looking 
for something, let me ask you a guestion. You havs enunciated, 
es I understand it, 13 factors that are necessary to 52 
incorporated into a controlled clinical study of a drug. 

@Hs WITNESS: Consice ct these xactors is 
necessary. Not every factor here vould necessarily zspni_ to 
every study. But most of them wii and one must think evict 
these ane Geciée what you are going =o do about them ani me 


degree to which they apply. 
EXAMINER BRENNAN: My qvestion is: At what point in 


reletion to the beginning of thse study much consideration be 


: o 


given and decisions scacned as to whether or not any factor is 
oer. is not to be inecsporated? 
WITNESS: .With most ali of the 
is actuaily commenced, bscause, as you can 3e¢ 
consi:.cetce the very Ferndation oz the wey ; 


.. 


Things like rondomisation, biind tec: 
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results. 
in what ways can 
lation, this kind 


definitely pinned down after she scucy 


“ 


your results. 


The majority of th:=:¢ si be settles in your 


‘miné and preferably written covn z jem ari it in wheat 

your technique is before the study evar starts. In fact, this 
is the cea purpose of the protocol. - Partictiarly where you 
are <coing 2 one-shot operaticn, where oa aren't just doing che 
same kind of study over and over anc over with aifferent 


drugs. In this case you wey have a recner standaré protocol 


that you just xoutinely use, but whese theseis i single <*..-. 


all of these things EEE be pretty ¥ weli spelicé ort in 2 
preotccol before the as starts. ' 7 

fer example, the hypothesis, the : iter -- this 
is important not only because it sets up your thinking about 
how the -- what will have to be incorporated in the study but 
also there axe certain questions as to the valiaity of applying 
statistical tests to data when the hypothesis that you are 
going to test hasn't been spelled out before the gata was 
acezjulated. 


This is because ,if you aceunulate any batch of data 


and you set up a large number of different things you can look 
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at in this Gata, it is highly likely that sone of these at 
least will appear in -- differences will appear that are not 
likely to ba due to chance on the basis of.a statistical test, 
because the! etatistical test presupposes that you asked the 
question before you do the study. mek 

You look at the answer after you do the study. rf 
you look at the Gata you may notice -- you may change your 
question to fit the data and then do the test, you see, but 
by looking at the data you have already known which question 
it is that is likely to show a statistical diffexence. 

So, although it is sorthwhile looking at things 
that you hadn't anticipated, this Goes not rule this cut, your 
confidence in this type of result would be considerably less 


than if you had specified those things for which you bavr= 


sferbtieeeeto ey beforehand) whet the hypothesis you are testinc 


is. 


Then you do the statistical test afterward to tast 
this hypothesis. 


BY HR. CUTLER: 
Q ‘pr. Beaver, I believe oon eee you review: the 
materials on the NDA fox Serc, is that correct? 
A Yes. 
Q In the ccurse of your ao eid you have an oppoes- 
tunity to review a clinical study by a Dr. Wilfred Leach? 


A Yes. 
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Q Let me hand you Volxume 17.1 and nets OES to look at 
pages 214 through 408 and ask you if these comprise the 
materials reviewed by you? | * 
A Yes, I believe this is Dr. Leach 's najor cross-over 
study. 2 ; : 
Q Would you genezally Gesexibe what sort of controls 
ox technigues weze employed in this stuty? the type of study. 
A Well, this was a comperison, aE compari- 
son of Serc and mineeno ina grcup of patients and it was 
done on a coded basis. "A" was Serc and "5" was placebo. 
These drugs were evidently assigned at random and 
then the patient was crossed over to the other treatment, so 
some people received Serc first and some people received 
placebo first. | 
Then the patients went on to the other treatment. 


Now, the feature of this study that causes me seme concern --- 


Before you get to that, iet me ask you the guesticns 
Did this atudy employ any stratification? 


No. 


Should this study have been stratified, in your 


opinion? 
a Yes. 
Q Would you explain why, please? 
A Well, can I get out my own notes ent chs beacause I 


have the numbers written down? 


Q Certainly. 

A ‘On the examination of the data in the NDA here yand 
on reading the transcript of Dr. Leach’3s testimony, my under=- 
standing as to what happened to the patients in the oases 
as follows: ee 

There were 53 patients admitted to the study. of 
these, 14 dropped out for various rensons before data had 
been accumYated on them such that a score could be formulated 
for them for either Sere or placebo. 

Some of then dien't complete a cross-over. Some 
never even came back after the first medication and the like. 
This is unfortwnate but it happens all the time, particularly 
when you ars Going out-patient studies. 

So this left 39 remaining patients. Fifty-three 
less' the 14 dropouts. Now, of these 39, Dr. Leach ultimately 


reported on 26 here. He said, "After a thozough ezazinetion of 


tha records of the 53 patients from the dovble-biind cross-over 


study of the effects ¢ Serc on vertigo, tinnitus and hearing 


-loss, we found 26-patients fulfilled the criteria for the dieg- 


nosis of Meniexe's Disease and had completed the two treatment 


periods." 
So this excludes the 14 who had dropped out,but it 
excludes another 13 who for one reason or another were feit 


not to have fulfilled the criteria for the diagnosis of 


Meniere's Disease. 
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Now, the proper way to have cone this would be to 
set up two groups to start with. ‘That is, those who were 
definite Meniere's Disease and those who were, let's Say) pro— 

x | . 

babie Neniere's Disease or aCtypical Menieze’s Disease or 
Meniere's Disease plus maybe some people with dizziness of 
other etiologies and so on, and then ranécemize within each 
ef these grcups and -- you see, you don't have to throw away 
the patients that aren‘t classical Meniere's Diseas2. 


You can look at them, too. But you have to do it 


separately in a parallei fashion. Then after the fact, 
record on the ones that were originally catecomzed as definite 
Meniere's and then report on the other group. 

Now the problen, as I see it, with this study -- 
this was not really apparent from reading the NDA but trom 
looking at the testimony it was -- that in some cases the 


diagnosis is developed during the course of the study. 


That is, Dr. Leach felt it was probably a case of 


Meniere's Disease so he was put on study and during the course 


of the study he became convinced that yes, this indeed was a 


case of Meniere's Disease and this individcal was included with. 


‘ i 


the 2S. mn 

i : ; = | : 

$f other situations he felt, well, this was probably 
a case of Meniere's Disease or he felt pretty certain it was, 


but dyring the course of the study things came up, other 


evidence became apparent which indicated to him that this 
aspaapasie> he 
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aye, seins sien ee. 

probably wasn’t Meniere's Disease and hence [% was, at the 
end of the study, excluded and put in the group of 13. “ 

Now the problem inherent in this should be obvious. 
Namely, that the way the patient responded on the study could 
have a definite influence on the diagnosis which was ultimately 
decided on as to whether he had Meniere's or didn't have 
Moniere'‘s. 

. Now again when I point this ont, this is not to 

cast any Ee ADEE Ne acumen or 
honesty. This is not the point at all. The point is that 
there are many aspects of medicine, particularly in diagnosis, 
which are an art end a good diagnostician is somebody that not 
only uses a lot of known tests and things, but sort of has a 
certain feel for diseases and can make distinctions which are 
very hard to transmit to somebody else, to teach them how to 
co. 

He may not even himself know why in a particular case 


he suspects that this person seally doesn’t have a diseese where 


somebody else that lcoks sort of similar dces, and he may very 
" ? 


well be right, but the probiem is that these kinds of uncon- 


scious effects can affect how one distributes these cases after .. 
the study is done, and hence this could lead to an introducticn 
of bias auite meconsciously in the results, because suppose 

+ 


somebody sort of feels that if a person does well on a medica- 


tion intended for Meniere's, probably what he had was Meniere's 
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Disease, whereas if he did ocorly on everythin 2g in that study, 
the placebo and medication, this might be 2) deciding factor, 
even subconsciously, in deciding that a borderline indivicual 
probably Cidn’t have Meniere's Disease at ali. 

So he would be kicked ovr of the group that the 
analysis was based on whereas somebody else who aid well misht 
be included in the grcup and this would of course aoe 
this would bias the results. 

Q Would the fact that there were sone patients include 
in this study who were subsequently eliminates, are in fact 
included, based upon a diagnesis of the disease during the 
study, without prior stratification in the study, in your 
opinicn, invalidate the scientific validity of the study so 
that inferences of efficacy could not be obtained from the 
study? 

A I would say possibly. it's hard to say in an 
absolute cane What you would have to do is put the 13 
patients back into the study and analyze the data for all 39 
patients. : Sos i 


™ 
* 4 


Now, if the results for the 39 patients dien't 
differ significantly from the results for the ,26, then you 
could assume that no serious bias had been introduced. z 
mean, it wasn't the right way to have done ie, but fortunately 


it didn't hurt the ooo 


Now, sooeee the eoaee for the 13 patients in 
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Tarered put 

terms of the relative efficacy of Sere and placebo sem 
dsto be somewhat at variance with the results from the 26. 
Then you would be left in a position where you couldn't say 
what the results of the 26 meant. 

Q Also wouldn't it be true that in fact if you included 
the other 13 patients and the results from them, you would have 


a study from which you cculd draw inferences of efficacy to 


more than that of just vertigo, associated with Meniere's 


Disease? 

A Then the problen even add the 13 patients in 
avoid the bias inherent in sort of ex post facto pulling then 
out, and then you add in the element that your diagnosis -- 
you are not now dealing with a definite Meniere's oD -- so 
again, it woxld depend on the differences and the numbers. 

Supoose you only had cre or two patients there 
that were clearly something other than Meniere's Disease, 


out of 39 patients? This wouldn't bother me too much. But 


then as the number that were something else went up, I would 


get more and more unhappy about it. 
Again, there is no mathematical coe of saying -- I 
mean there are certain things that can just out’ahd cut des- 
troy a study, so it’s no good, but there are other errors 
that weaken the inferences you can put on a study. And this 
is a graded phenomenon: When yor get past a certain point, 


\ 
‘ 
you throw up your hands and say,.I give up. You can't, base 


323 
any kind of strong inferences on this study- 

If you’re a littie on the other side, you can base 
maybe some inferences, but it isn't thet strong a one, and 
sO on. 

It would depend, realiy, on what the ease was with 
these other 13 patients, and also, as you asked, then it would 
be a question as to whether the whole thing could be applied 
to just Meniere's patients, or whether BSNaricypes of vertise 
would be included. 

Q Doctor, suppose in Meniere's Disease you were -study- 
ing a pareiontae drag for its effect in relieving vertiginous 
episodes associated with that disease, and that as a clinica? 
expert in Heniere's you felt that both severity -- differences 
in severity and Sovaneee ox vertiginous episodes might 
affect @ particular person's response to treatnent, is this 
the type of situaticn where stratification should be employed? 

A Yes. This would be the -- this would be an approp- 


riate use of stratification. What this would prevent is 


your winding up with meybe the severer cases initially going 


on either Sere or on placebo, and even though you cross over-- 
zs * 


* *« * Even though you do cross over, this does not 
completely compensate for the difference in severity in the 
patient's reaction to the initial érug presentation. Now, in 
fact, with Dr. Leach's study, on ooking at the summary of 


initial intensity of the disease or initial frequency of 
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major and minor attacks, prepared, I believe, by Dr. Chacalos, 
something that struck me was that the individuals who were 
on Sere initially had a significantly different incidence of, 
I believe, either major or minor, or perhaps Dothiiecencre: 
than the ones who were initially on placebo. 


Now this, again you see this sort of thing covld 


have bzen avoided by stratification, but once it happened, 
it's very difficult to decide what real effect this has on 
the response of the dzug, because you see, on the one hand, 
on might nase AAS the—once-—tite the sicker patients, the 


ones with more vertigo attacks, would be less likely to 


Uf 
Yesoond to drug. But on the other hand, if your measure of 


effect is how dramatic your reduction in the number of attacks 
is, then somebody who is not as sick wovldn't have the oppor- 
tunity to demonstrate as dramatic @ response as one that is 
sicker in terms of the frequency of eeeaarer . 

So again, it's one of these things that you can 
prevent, but after the fact it is very difficult to sort of 
untangle it and Gecide what impact this had on the results of 
the study. 

Q Dr. Beaver, I believe you stated that Dr. Leach -~ 
at least it was indicated that Dr. Leach's study was initially 
employing the eechneace of randomization of allocation of 


treatment to the patients. Wonld there be any problems with 


respect to this, based upon the fact that 2€ out of the 53 
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original patients employed in the study were eliminated for 
one reason or another? 


A Yes. This is a problem of course, that any -- even 


the best studies -- ran inte. 
You start off with a: randomization schecule set up 


for a certain number of patients. Now, of tiiese patients, 


some don't complete. And this, to a degree, destroys your 
: . | : 


randomization. 


The major point here is whether they don't complete 


the study on a ranéGom b2sis or for reasons that are in some 
| 


way related to the study. 


Now, if they don't complete the study on a random 


basis -- in other words, suvopose 53 patients, the 14 who 
; | “sass 
dropped out -- well, one of them might have been woving to 


Pittsburgh for a job. Another may have been just crossing 
the street one day and was run over by a truck, and so on. 


Things we can't say have any real relationship to the study; 


Then you're not too worried about this, although it makes 


you a little unhappy. 


Sh suse scmebedy drops out because they are 
not doing well, or because they have side effects; or suppose 
in the case cf the 13 here, that weren't added into the 
stucy because Srmeeisions about what the pature ef their 
disease were made on an ex post facto basis, this really 


destroys the intent of randomization. 
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Q Dr. Beaver, is there any evidence in Dr. Leach's 
stuay that the fact that about 59 percent of the patients 
droppad out or were eliminated for one reascen or encthez, in 
fact destroyed the randomization cf allocation of treatment 
te patients? 


A Fortuitously it would seem that he did wind up 


with about the seme number of patients starting-on placebo, 


and the same number of patients starting on Serc, which was 


very fortunate. Because sometimes this dropout will seriously 


imbalance this, and once that happens you're just out of luck. 
But it is hard to say -- again, you see, it’s oné 
of these things where,-leoking at the data afterwards, it 
may or may not have. You see, we are talking about hidden 
variables. We randomize to distribute hidden variables that 
are going to influence our results. 
Now, something happened to our randomization. We 
lost about half the patients for one reason or another. 
Certain kinds cf losses which I would nog eee these aren't 


too importan® because they are probably random losses. But 


there are a lot of other losses here that are not random 

losses, and what this has done to my balance of hidden 

variables, I don’t know. So this renders your randomization 
s ete 

less and less rigorous, as you have more and more of this. 


And when you have about half of the initial group gone, 


this would make a clinical phamnacologist very unhappy indeed. 
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Q I believe you stated that in fact there was an 


equal number, fortuitously, on active and placebo, after the 


elimination of 50 percent; right? 
A. Yes. 
Q However, I believe you also mentioned that according 


to a table drayn which Dr. Chacalos, the variable with respect 
to severity and frequency was level-leaded in faver -- weil, 
not in favor, but -- 2 | 
A I -don't know wh-.cher it was in favor or opposed. 
As Z recall the table, what it showed was that those individ- 
uals on Sere had a lower incidence ee ~- in terms of their 
history -- had a lower incidence of attacks than the individ- 
uals who started on placebo. =e 
Ana this could either have beer a result of the 
alteration in the randomization by the drcepouts and by 
abstracting the 13 patients, or it could have been just an 
unfortunate result of not having stratified for severity 
itially. : 
Q Doctor, once you have -- say you exe involved with 
@ study, and one decide to subdivide or stratify, as you 


explained, what does randomization of allocation of treatment 


periods accomal tah?) 


A Once you decide to stratify -- nore. you alvays 
still have to randomize within each cell of your stratifica- 


tion, because otherwise you introduce bias in which particular 
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patient goes on which particular treatment. 
zs * * 


Q Say you are dealing with studying a particular drug 
for vertiginovws episodes associated with Meniere's disease and 
the clinician feels that there is a, difference among patients 
with respect to severity of the particular ereigmous 
episodes among patients which would in fact might make a 
aifference in the response to any one treatment. 5 

A well, this is the way -- let’s say we had 50 patients 
to start with. Now if you weren’t stratifying we would at 
random break these into two groups. 25 and 25. ‘This is at 
random, of course. Yow, however, you might, by chance, 
wind up with this group heavily loaded with the more ~~ 
let’s say those who have a higher frequency of vertiginous 
episodes and this group for those with a lower frequency. This 
would be undesirable because then the two treatments wouid 
not be presented with alert therzpeutic challenge. 

So we decide instead of this we are going to break 
this Gown according to some reasonable measure of severity 
of frequency. This of course is where the advice of the 
otolarynsologist is important, because he is the person «who 
can say what a meaningful division would be. I mean I might 
say we will break it down into 10 different levels of 
frequency.” He would say, good heavens, we couldn't do that. 


There would be no clinical way of ever separating these 


: w 
patients out from each other. ‘Be would say about the best you 
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can do is )say, those who have let’s say a high frequercy, 


medium frequency and low frequency, let's say. 

So all right, we will do that. And then we bring 
these 50 patients down and we have those with a high, medium 
and low frequency. You would have to define what this was. 

Let's say 20 attacks per month or more -- say 5 to 
20 attacks would be medium. . 20 or more would be high. ‘Less 
than 5 would be low. it might turn out that of these 50 -- 

I will use even numbers here to make it easier = of these 
50 iet's say we have 20 who have high erequeneye * We have say 
20 with a medium frequency. Ten with a low £xequency. Then 
what we do is this 20 is randomized into two groups. As. we 
randomized these intvo two groups.: 

Now this 20 goes into two groups of 10 and 10. This 
medium 20 is randomized into two.: groups of 10 and 20 but it 
has nothing to do with the high randomisation. This low 
is in the two groups of 5 and 5. | 

Nov aS you can see, ve wind up with 25 in each group - 
each treatment group. This would let's say get A first and 
this would get B fist. But they are different because these 
tvo groups are now balanced for frequency of eoieocss so that 

Wnen you are comparing this group and this g=oup, you are 
making a much more meaningful comparison. 
EXAMINER BRENNAN: In effect you heve shown a 


stratification. 
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THE WITNESS: This is givattecoatton: This can 
be carried forward yet a step further. 
Suppose we say not only is frequency important but 
severity is important. It isn't just how often the person ha: 
this phenomenon but sem= person is a little dizzy end has 


hae 


to hole on to something. Another person is so dizzy theynave 


OA . 
to lie down or they—-heve a feeling they will be thrown to the 


floor. 


All right, we will substratify for severity. If 
this is frequency, then each of these groups of 20 -- now 
before we randomized this. This was efter randomization. 
Svubstratify for severity. Each of this group of 20 turns out 
to be 14 that is severe, let's say. We will have two groups. 
Severe and not severe. You can carry this and break it up as 
it seems reasonable in the case. Then there would be six 
that were not severe. Of this medium 20 there might be 8 
that were severe and this would leave 12 that weren't severe. 
of this 10 low let's say we had 4 severe and that sould leave 
6 that weren't severe. 

Now we have six groups to start with. Namely, 14 
that had a high frequency and wsre severe. Six that hac a 
high frequency and weren't severe. Eight with a mediun 
frequency that were severe. Twelve with a medium frequency 
and moe severe. And eS ON. . 


-* @hen this 14 is now at random broken into 7 and 7. 
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This 6 is bcoken at random into 3 and 3.. This 8 into 4 and 4. 
Now you are randomizing within each of these 6 cells. 


This into 6 and 6 -~ 


' i, SSAMINER SRONNAN: Cells equivalent to substratifi- 


cation. 

THE WITNESS: Yes. Whatever your vltimate strati~ 
fication is. This 4 would be into 2 and 2. : This 6 into 3' and 
3. | 

Now when you start doing this : you a the first 
thing thet would occur to vou is well, gee, Se ‘problen is that 
if you ‘are estac 2 compare -- you have such a small number 
of people in this cell over here, you only have 6 and only 3 
on each treatment, so how can you make any meaningful com= 
parisen becarse somos all 3 on placebo did well or ‘on Serc 
did well and all 3 on the other drug did poorly. Yet 3 versus 
3 doesn't really tell aon very much. This is quite true. But 
what you do afterwards is this is all recombined.nem 

EXAMINSR BRENNAN: At the competion of the study. 

THE WITNESS: Yes. At the completion. of the study, 
you see, all the placabos ere recombined and all the Sercs are 
recombined. All the Piecancs and test medication. So you. 


wind up with 25 versus 25 but these -- this group of 25 will 


contain 7 patients with severe episodes high frequency. 
Three with nonsevere episodes and high frequency. It will 


contain 6 with nonsevere episcdes. medium frequency. " Four 
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with severe episodes of mediua frequency. When you wind up 
this 25 will have the same composition as this in relation to 
sevexity and frequency. So ‘then this reduces the bias 
introduced in this comparison associated with an unequal 
Gistribution of severity and frequency between the aS 
treatment groups. 

Therefore while you may not be able to make meaning- 
ful comparison within the individual cells themselves, when 
you put this together you can make a very meaningful compariscn 
between the two @rugs. aac 

EXAMINER BRENNAN: Are there statistical techniques 
available, Doctor, to statistically evaluate the recombination 
of your stratified and randomized -~ 
THE WITHESS: Yes. There are techniques -- this whel« 
concept is a statistical concapt. It is not a test of 
statistical significance. What it is is a statistical way 
of thinking, which $=, how does one deal with data influenced 
by a variety of eer Fn do you handle this kind of 
material? This is the kind -~ if you went to a statistician 


before you did this study and said well, now I am going to 


“Ex 
do a study on this condition and it may Sop RS of 
episodes may be important and severity may be important, 


» 


what do you think r should Go, he would $av well. news «nti 
can you break this up according to frequency, how well can 


a 
you break it up according to severity, so we decide we will 
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have three categories of frequency, two of coin. 

You might decide two of freqvency and two of severity. 
Whatever you feel, For example, suppose you had a strong 
feeling that sex, whether a patient wes male or | fenale, was 
important here. Wall, again you could subdivide each group 
according to sex and again expand out the matrix and then 
when you recombine you balence for sex. : 

Now it is obvious that within any given reasonable 
number of patients there is a ss | re to how’ far you can split 
this thing up because. you ee up -- I have ~- z have in a 
way gerrymandered this so we come out with nice-even numbers 


so everything cen be divided. 


Approximetely you may wind up with say 7 here. So 


vou will have to accept the fact that you will wind up with 
4 of one group and 3 of another. This is still a gzeat 

deal better than just by chance winding up with this kind 

of patient having 6 of them in one group and one in the other 
which you might very well wind up with on an alt over 
zvandomization withovt prior stratification. : 

So this’ is the cancert of stratification. And you 
see, the major thrust of this is to deal with situations 
where there is a lot of aifferences betveen patients that 
make interpati tent comparisons difficult. When you have a 


lot of difference between patients that render interpatient 


: - * 
comparisons i*—<> difficult because jweil, this factor and this 
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will influence outcome and that factor will influence outcone 
and so on -- there are well recognized techniques for attackins 
this kind of problem. 

Lam not a statistician. I have used statistics 
a little and picked up the general principies. But. this 
is not esoteric. This is -- discussions of this nature are 
present in the basic textbocks medical students nowadays 
are using in their brief courses in biostatistics or medical 
statistics. Certainly the basic text that any of the Ph.D. 
candidates! in biclogical science sake or for ae the 
<ind of brief course that I took. “fa 

EXAMINER CREEL Have you evaluated-or been 
connected with either as design or as conducting Glinicien 
clinical studies where the a a of stratification have 


been enployed? 


THE WITHESS: In general,in our pain studies we 


@idn't have to do this because we quite frankly dealt with 23. 


of the -- all of the patients we dealt with were cancer 
patients. ; 

Now we did some studies where we were trying to 
compare what happens in cancer patients with, say a patient 
with postoperative. pain,and in a sense we stratified becavs:: 
we ran two parallel’ studies with separate randomization each y 
but within cancer patients who have severe painwe don’t in 


fact know at the moment of any variables that one could use ~ 
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make a meaningful stratification. 


The point here is we don*t just do this on gener=i 


mle 


principles. As x say, sex might enter in but only if you have 
some reason to believe sex is a significant variable. You 
don’t have to balance your groups out for every conceivable 
variable, for ace, for example, or for sex = whether the per: 


is a teacher, lawyer, doctor or laborer. You oniy balence 


out for those few variables you feel are crucial to the ort- 


EXAMINER BREVNAN: Mr. Cutler? 
BY MR. CUTLER: 

Q Ky question to you now is: When you stratify where 
you think variables are aaah oF where you might affect the 
outcome, can you then draw inferences that maybe the drug -- 
or that in fact the drug is efficacious orly in cases where 
you are dealing with, let's say low frequency rather than 
high frequency? S 

A Yes. Well you see this is a fringe benefit of this 
approach because as I said, it may be that you don't have 
enough individuais in any particular celi here to come to any 
kind of firm conclusion, but on the other hand, it may be 
that a couple of the celis -- you see you are not restricted 
to just combining all of them or using each mn separately. 

You can combine, for example, these two and get a 


total high frequency picture. This picture is balanced for 
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severity but is only high frequency. This ome is balanced 
severity with only medium frequency. This ene is balanced 
severity with low frequency. 

One might combine mediua and low as opposed to high 
and when you do this you might wind up with enough patients 
in this group as opposed to this grotp to say this dxvg seems 
to be particularly efficacious in high frequency or low 
frequency ,if frequency is the thing you are ceeecestee in and 
less efficacious in the other, or sometimes what will turn out 
of a stratification like this is that the drug turns out to be 
really useful in one segment of @ Gisease populaticn and really 
of no value ia the rest. 


Now, if you just lump them all together to start with, 


- 8 


yor. would miss the fact that this drug had value. You would 


. w 
say) well. gee, there is no statistical difference here, because 


you are being dsadweighted with all of these people in there 
that were nonresponsive end the small group that really could be 
helped were buried, whereas when you Go this you can extract 
out this group and compare them. ‘ 

EXAMINER BRENNAN: The greater the stratification, 
the greater analysis the @ata is subject to? 

fHE WITNESS: Yes. In other words, you don't lose 
anything by stratifying because you see you always can recom= 
bine. Suppose you felt, for example, that ene was -- 


that severity was important and frequency was important but 
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it turned out that Severs. wasn't important - You ere mis- 
taken. Oz that sex wesn 't important and you! ‘would stratify -- 
you would simply recombine them. - 

You have lost nothing. Yor une for a variable 
that tuxns out not to be a significant variable so you really 
lost nothing from this. Just other than the work involved in 
setting it up. : 

Now, as I point sut, in tha practical conduct of a 
study, when vor start getting into <his kind of thing, it requires 
a certain amount of time and care more than anything else. 


You have to set up these drugs and set up schedules and have 


separate boxes where you are keeping the medi¢ation for 


different people and so on)so that you know. you don't get ail 


confused. 
The wrong people son* t get the wzOag g drug and it 


doesn't get put in the wrong bex and this sort of thing, 


* 2 8 
A... A third possibility is that there :: a psychological 
effect, or learning effect. That is that the patient's 
expectations are conditioned by the administration of a drug. 
It produces a particular kind of effect in him which he 
then comes to eae of drugs such that anes that drug is 
discontinued and a new one is started, he s<stilt, on‘ the 
basis of expectation, encase a pattern of symptoms er respons: 


characteristic of the first drug, rather chen the second. 
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Q Dr. Beaver, the Respondents have testified that in 
fact the concept of the disease is of such a peculiar nature 
that it would -be impossible to.relate or compare the 
response of one individual treatment to that of another 
individual on treatment. 5 
| Would this fact make it impossible to conduct a 


noncrossover type of study which you have described in order 


to determine efficacy of that particular drug? 
‘ i * * * 


THE WITNESS: I am just trying to sort.the question 
out a little. I believe that it would ke possible to apply 
a@ nonecrossover contemporaneous comparison of Sere and placebo 
in ‘Keniere's disease for the purpose of establishing the 
efficacy of Serc in reducing the frequency of vertiginous 
episodes. eo a 

4X would further point out -~ I have read the testimony 
of various of the witnesses bringing up this issue -- that their, 
particular @isease is sort of somehow more esoteric then all 


the other diseases in the world and -- 


EXAMINER BRENHAN: You mean Meniere's disease by 


"their"? 

WEE WITNESS: Yese 
ee therefore, it is somehow different and cannct be 
approached with the sam@ scientific rigor that we insist 


- on in other conditions, they sey. 
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Now this is a basic philosophical point I profound2y 


disagree with. The place where we most need the safeguards 


of science are An COTS questions and if od follow through 
thé logic of many of these witnesses" statements, here we 
have a complicated issue and therefore it must be decided 
on hunch and intuition without the betiefits of scientific 


control. 

v We can use science in those trivial and simple 
straightforward ereas but wnen you get a complex problem with 
a lot of variables, then we have to sort of switch over to this 
clinical impression or the clinician's feeling about ae 
or insight into it.” y : 

This is in complete contradistinction to the whole 
trend in the scientific evaluation of drugs because where we 
need most of all the safequards imposed by scientific control 
are .. precisely in the complex issues. | 

Many of oes issues, you don't need them. 

For example, rabies is 100 percent fatal. There is no known 

treatment once somebody has rabies which will prevent hin 
eon dying. Therefore, if a clinician administers some 
treatment to one or two people with rabies and they live, 
this is a highly significant piece of evidence. 

There was a historical control here. There was 


no blinding. No randomization. None of this. But this is 


a simple area. When you get into a situation such as this 
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where you have spontaneous <Luctuations in the course of 
disease, where the measures vou are speaking of are not 


something clearcut liks life and death but rather a person's 


feelings of dizziness wd how much this incapacitated him, 


this is precisely the area where you need scientific control. 

Purthermore, if you follow these witnesses‘ 
statements = their logical cmeteton: & < we axe trying to 
do in an experiment evaiueting a drug is by taking a small 
sample of patients from the population cf patients with a 
particular Gisease and experimenting on them, we want to-~ 
come to a conclusion which we can generalize to all patients 
with that dissase. 

Therefore, we take small groups of patients with 
Meniere's disease. -if¥e experiment on them with Serc in the 
hopes of coming to a conclusion as to the value of Sere 


which can then be extrapolated to the whole universe of 
patients with Meniere's isecses 

Now if patients within this small sample, under 
careful supervision, are still so different from each other 
in their response to medication that each one is totally a 
law unto himseli, it would become completely sae 
ever to generalize from that semple of patients, even if they 
were vniformly cured by Serc, that Serc would be of any value 
in eny other patient that wasn’t in that sample. 


So this line of thinking is inherently seli- efesting. 
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In short if one cannot, with the tools of sciente, examine 
this issue within this patient sample, one can certainly 
never predict how a drug is going to work in the total 


universe of patients with this condition. 
oe * 

Q Would you please describe what a double bliné 
study is? 

A Weil, the purpose of a double blind study ts to 
xeaduce cr eliminate the biases which can result fzrem exrors 
of assessment in a drug study. In cther coe vou give -a 
eras to a patient and then you measurs sometning happening, 
and the attitudes you have and the attitudes the patient has 
may induce errors in vour assessing the impact of this drug. 

The ‘ay that this is done is that the biases - 
resulting from expectations or preconceptions on the part of 
both the patient and the investigator or the observor are 


distributed equally among treatments by the device of not 


letting either the patient nor the investigator know who is 


getting which treatment EGR and this is achieved by esding 


the individual treetments so that TOSSES the Sees nor 
the investigator will be aware of which treatment is being 
administered and evaluated at eny particular time. 

Q Dr. Beaver, with references to your comments on 


coding the different medications or treatsent pericas, vould 


you please explain in your opinion hew medication or treatmen 
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periods should be coded in a double-blind study? 


A Originally, when the concept of double-blinding 


first came on the scene -- this was several decades ago -- 


the first work was done using a consistent letter code or 
code name for each preparation. 

For example, if one were comparing morphine and 
placebo, the placebo might be coded "A” and morphine might be 
coded "B,° or the placebo would be referred to as M-1 and 
the morphine would be referred to as M-2, and then throughout 
the course of the study eavh vial of drug or each dose of drug 
would. have one or the other code designation. 

Now very soon it became apparent that there were 
serious drawbacks in this type of coding because a halo 
effect would develop. That is, although: neither the physician 
nor the patient was definitely aware as to whether "A" was 
the placebo or Rese medication, things would happen in the 
course of the sane that would start developing in both the 
physician and patient eaptetonee and attitudes toward this. 

Now these suspicions or attitudes might be right 
or wrong. There were studies in which jon the basis of the 
first three or four patients both the physicians and certain 
eiwcS patients got the hunch that what was in fact the placebo 
was the active medication and subsequently the patient$started 
doing much better on the placebo than on active medication, 


which is totally inexplicable pharmacologically. 
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Furthermore, patients, particularly i 


studies, would tend to congregate in doctors’ 
. 5 y H 


patient vould suy, well, vou knew, I have been on “A” for a 
while. What are you on?” the other patient would say °X am 
gains cnto wan ‘and the first patient would say,weli, "3" has 
done a great deal for me. I hove it is as good for you.” 

Then the receptionist would say, well, X see you are 
going to be on "A" nov.” There are very well documented cases 
where even the receptionist’s knowledge, not) of which drug 
was which specifically but the fact that one) patient was =— one 
group of patients was getting "A" and one "5," and an attitude 

; 
she had as to which ought to work out best was transmitted to 
the patients unbeknownst even to the doctor, and hence some very 


peculiar xesults sterted appearing which wouid disapreazr when 
you switched over and used a different recepticnist. 
This is without even the doctor knowing. ‘hen the 


doctor knows, he can't help but begin to get feelings about 
this. Again this is rot an indictment of dishonesty. “It is 
merely accepting the fact that pecple are _suggestidle. 

When you suspect something is yoing to hapven, you 
are more likely to see it happening than when you don't 
suspect it will happen. As a result of this problem, investi- 
gators in this area have moved on to individual ecaing of test 


medications, so that sometines they use letters ané sometines 


they use numbers but these letters and —— have no 
| 
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consistent meaning so that.for the first patient, he might 
get one and two. "The second patient would get three and 
four. Third-patient would get five and six oz, for example 
patient one would get A-1 and B-l. Patient two would get A-2 
and B-2. 

But all the "B's" wouldn't be the same. You wenld 
have a meneek allocation of the treatments to these particular 
codes. So that in no case would the response of a patient 
on any one treatment be related to any other patient's 
response on any particular treatment. 

And this is particularly important when pueteustion 
comes up such that the code must be broken, and I believe 
there were a couple of times in some of the studies on this -- 
in the Sere NDA where, say partway through a study someone 


would want to make an interim report and hence the "A®*=-"3" 


code had to be broken to find out was Sere Going better or 


placebo? 
Once the oot was broken you can never put it back 
together again as long as you continue using "A" and “B" 
coding. After that the study was in effect not double-blind. 
Similarly if somebody nas a side effect of a 
serious proportion the physician must always ) from an: 
ethical standpoint, be in a position to find out on very 
short notice as to what medication SOmebOCy on a double-blind 


study is getting. 
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But if you simply use an "A"="B" coding and this 


-* 


happens the physician looks in, sees that patient was on "B" ~— 
this is placebo -- therefore it couldn't have been due to the 
drug. | : 
Now the study is ruined because unless all the 

subsequent medications are recoded using a ai fferent system, 
that is it. “at 4s no longer double-blind. 

Q Dr. Beaver, if the medication is not coded as you 
stated -- that is, a different code number for @ach drug or 
treatment period -- but has a consistent Code dastguacton through— 


out for all the patients, would this invalidate the double- 


blindness in the study? 


s * 
TEB WITNESS: Jt does not absolutely invalidate it. 
There are studies that were done on this basis that I stiii 
feel are fairly good studies. But it puts it on somewhat shaky 
grotnd and then you ne to consider certain other things that 


bear on the coding situation. 


One is the attitude of the physician doing the 


study. Mow if you have a doctor wko basically thinks this 
double-blind stuff is sort of nonsease ,and a pain in the neck 
you have to put up with to please drug heuses or whoever, he 


is going fe a lot less scrupnlors about observing the 
eemasrswss of the coding. 


Furthermore, in this particular case, we have the 
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intriguing situation that of about 11 or 12 studies which I 
reviewed on Serc in every single one of them “A” was Sere 
and "B”" was placebo. 

Now these studies were done Oren a period, a span 
of probably four years. The results from some of these studies 
were published before other studies were conn iaced so that 
peopie that were doing one study could read the published 
xesults of another study. 

In some of these publications the coding was 
revealed. Purthermore, these people are otolaryngologists, 
which is not a huge group, and they meet at meetings. There 
are exhibitions in which the results of these studies were 
presented quite aside from publication. wok | 

‘Again, this does not .absolutely invalidate the 
","-—"B" coding in any given study but creates @ kind of situa- 
tion where the whole purpose of the double-blind can very 

etekdvy 
easily be wisurtiszed and so the whole way these studies as 
a group were coded would not, in general, be accepted as 


being acceptable by most of your eurrent clinical pharmacolo- 


gists. 


zs * * 


| EXAMINER BRENNAN: If you vers asked te design @ 


study todey to test the efficacy ef a drug, would you utilize 


2a"="B" coding? 
THE WETNESS: Under no circumstencss, Mr. Brennan. 


Professional clinical pharmacdlogists haven't used this 
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for years just for these reasons. 
BY WR. CUTLER: 
Q When is dovble-blinding a necessary, technicqu 
employ in an efficacy study on a drug? 
A Usually, onm2 should use it whenever it is at ail 


feasible. Now there 2re certain situations into which it is 
difficult to inject bias and there are other situations into 
which it is extxemely easy to inject bias. 


For example, let’s take the case £ treatment of tuber- 


culosis with streptomycin, This was not dene on a dovble- 


blind basis. The oxi-vinal classic experiment, which was done 


in England. _ Patients were xendomly selected with cavitary 
tuberculosis and were put on either streptomycin, pet on this 
at random, or on just. bed rest. 

One group was on streptomycin ers bed rest. The 
other group was on bed rest only. They didn't give the bed- 
rest only gxoup an injection four times a aay. They didn’t 
give them placebo. 

At the end of four months something like five per- 
cent of the streptomycin group were dead “ne about 30 percent 
of the bed-rest only group were dead. 

Now I find it difficult to — that the sugges- 
tion of having four injections a day was enough to save 25 


percent of these people from dying,so I am willing to accept 


this, even though it wasn’t double-blind, 2s being a satis- 


factory sort of study. 

Now the evaluation, for example, of a chest X-ray, 
however, was done on a blind basis in that the doctors who 
evaluated these X-rays didn't know the patients and didn’t 
knew which were being treated because here you had a subjective 


assessment. 
Yeu can look at a chest X-ray and you are trying to 


rate how big the cavity ycu see there is. Your rating may be 
influenced by your expectations. I am disinclined to feel 
whether somebody lives or dies is too much influenced by 
expectations in this case, but I may be wrong. 

On the other hand, at the other extranet you have 
studies we do with analgesics. Now pain is a subjective 
experience and the only way you know about it is that the 
person reports it to you. Therefore your attitude toward the 
patient and what he should be having Rapper ond his attitude 
as to what he thinks you expect is going to happen can pro- 
foundly influence ety 

We know hypnosis, which is a type of suggestion, can 
influence pain profoundly. So.when we are dealing with pain, 


a double-blind is absolutely necessary,and other than prelimi- 


Nary Cose-ranging studies which are done, things of this 


nature, no study which does not employ double-blind controls 


in the evaluation of analgesic efficacy is acceptable now. 


No worthwhile journal will publish such a study. 
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It is eae recognized this is not acceptable. This is a 
vital control in this area. Unless you have it, the study is 
no good. , 

" @Q Let me ask you this question, vou might have 
ansvere@d it somewhat in your previous response but when 
in your ovinion is it Mandatory to employ a éouble-biind 
technique? | : 

A I oetatiione it is ERS? in these situations in 
which SESE SES on the part of the patient or opserver 
could reasonably be expected to influence the response. 

Now this would apply to virtually ali subjective 
responses and certain objective xesporses uhere the cbhjective 
responses have.to be rated by an observer who could sort. c= 
see something as being a little bit bigger or a little bit 
Smallex depending on what their expectation might be. 

° In your opinion, would a study which was Gesigned 
to determine the efficacy of a drug in relieving vertiginous 
episodestassoetnres with Meniere's disease be scientifically 


valid or acceptable study to show the efficacy of that 


drug if in fact that Study didn’t employ the technique of 


double-blinding? 


A I would not believe so, no. 
zs * & 


Q Dr. Beaver, I believe there kas bean considerable 
liscussion in the record relating to ethical considerations 


and problems particularly with the employment of a placebo 
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and I believe you also mentioned this as one of the areas of 
consideration in designing a study. 


Would you please describe what ehtical problems 


exist with respect to conducting a clinical stucy on the 


efficacy of a drug? 

THE WITWESS & in ; XR where you are dealing 
with 4 condition for which no generally recognized therapy 
is effective, this is quite different than certain other 
situations. For example, now at this juncture to compare 


an antibiotic with a placebo in people with acute pneumococcal 


pneumonia would be morally inexcusible because we have drugs - 
that can cure most of these ~aeore and of course the people 

on placebo, a substantial number might die. You can*t co 

that kind of thing. 


On. the other hand, in those situations where there +f 


is no Vocnsresty accepted effective therepy or where the 
effective therapy entails substantial risk or injury to the 
patient, then -~ substantial risk or injury to the patient 
relative to the NE it may confex, in those circumstances ~# 
the use of a bé=nt- control is considered by people in this 
field to be quite acceptable. 

Now the complaint that is often raised here is, 
well, if you are testing this d=ug out, is it fair to with~ 
hole this drug from all of the patients? 


In other words, give it only to half of them. . 
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Because although the drug has rot yet bean proven, it may be 


of some vatuc-and therefore is it fair to daprive the cther 


haif of the patients of a drug which might coagaivabiy he 


° 


of some value. 


Wow in this respect, I would say I think it is 


ethically most justified for a number oF reasons, tn 
the first place, if you do a clinical study in such a way that 
it does not give definitive answers, you Leave the issue up 
in the air and therefore a great aumber of nonsubjects; 
namely, the people out in the general population with this 
Gisezse, m2y very weil be Geprived of a useful medication be- 
ecanse you have not done 6 seen contzolied Study to incicate 
that the neciceticon is of value. | 

Zs the second placs, eli ef che adver ntages here 
are mot om the side of the drug. One hundzed Years ago, if 
I were suffering from paewcomlie and someone sai, 2G well, we 
would like to do-2 shudy comparing the eikests of bleediag with 
the effects of mot bleating this patient,” sonabody mLgat 
aay, well. Khis is aighky amethieal ihemause ox Gan we deprive 
this fellow of the benefits of bleeding 26 « shexasy for 
Tees pemumaniie? ” 

Rely witat auhesqvantdy hasane apparont 25 that 
I wrouwld much prefer tke have ihean iin the plagebs GROUND an 


axe mevar chotdlly without possible ham, even those that seen 
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to be relatively inocuous, and that very often by withholding 
a medication you may be doing the patient more of a favor 
than by giving it unless the efficacy of this medication is 


already clearly established. 


Now there may be doctors who already, on the 


basis of their early observetions with a drug, become so 
convinced of its therapeutic efficacy that as far as they 

are concerned this has become a standard effective therapy and 
hence they would not feel morally justified in withholding 
this ee from a patient, and I can sympathize with this posi~ 
tion, and if a physician takes this position, then he should 
not engage in a -- try to engage in a controlled study of this 
erug, because, you see, the study presupposes that there is 
at least a reasonable doubt in your mind that the drug coes 


have efficacy. 


If you already know that it is effective, there is 
no point in doing a stucy to prove it. 

So the very fact that you try and do @ controlled 
<riai indicates that there must be a reasonable doubt in 
your ming, that the issue is up in the air, and if the 
issue is up in the aon for you then there is nothing to co 
but de the study right and give concurrent comparison of 
your test drug, and in this case, a placebo. 

If the issue is not up in the air, I suppose you 


coulg -- and you want to work with the drug, you could do 
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ST : 
a kine of aieeen where you just give the drug to patients 


ever leng psriods of time and this type of approach is not 
totally without value. It gives you experience es to what 
happens to people when they take the drug over a period of 
months. This is useful ancillary data. But it is not the 


sort of thing thet definitely establishes ¢fficacy. 
* * 


Q Dr. Beaver, I want you to assume these Lacts -in 

a hypothetical cease, and it micht he sonewhat lengthy. 

Suppose in Meniere's disease iferel oscars what is 
known as an increased pressure in the endolympn system. : 
Suppose also that there is a direct relatioaship between the 
increased pressure in the endolymoh in terres and whether or 
not that particular person is going to be suffering a verti- 
ginous attack. Suppose further, Dr. Beaver, you. were adle 
to produce an increased pressure in the endolymph in dogs. 
However, you haven*t xeally produced teniere's disease. You 
only produced the pathology of this inoreased pressure. 

Suppose further that you cesigned a study on dogs 
and you administered to these dogs with an increased 
pressure the oral administration of Serc and the results 
were such that in fact the Serc worked on the mechenism of the 
enécolymph in the Cog to decrease that pressure. 

‘Based upon these facts, in your opinion, could you 


administer a drug to humans in a historically controlled 
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fashion and then if in fact the patient has an elinination 


of the symptom of vertigo when given tre drug over 2 period 


of time state that this is an adequately controlled study 
to evar that the drug is in fact efficac ious in 
relieving verciginous episdoes associated with Meniere's 


Gisease in humans? 
x * * 


THE WITNESS: All right. 

No. My understanding of the thrust of this 
question is eae does a controlled study in aninals, 
vsing suitable experimental Gestgn that would be generally 
accepted to demonstrate a potential mechanism of action 
in an animal yplus a historically controlled study -- 2 
historical standard of comparison in man, put together consti- 
tue a controlled study. A suitably control: ed stucy. 

I would say no, it epee not. This pattern actually 


has occured over and over in drug Gevelopment in this 


country. Namely, animal studies would be done that would 


suggest a ‘drug a have some particular kind’ “of effect 


plus a certain exount of, in themselves, not suitably con= 


-rolled observations in man and putting these together and 


trying to say that this drug is definitely effective in man 
for this condition end this has been a trap which we have 
fallen into many tines. 


- SO I wouldn't accept this. 
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MR: CUTLER: Dr. Wolfson has a dissertation that goes 


on for two pages and instead of bringing i : ntirely into the 
record at this point -~- 

EXAMINER BRENNAN: Then we cet into a proplem of 
this witness interpreting an answer by a prior witness. Per- 
haps you could just read it into the record. The question 
and the answer. Then esk this witness his interpretation. 

BY MR. CUTLER: : 

Q Question: "Coulda vou define a double-blind study 
for m2, please?" Answer: “A double-blind study is one in 
whick en active drvg is compared with a placebo in a cress- 
over manner in which the investigator does not have knowledge 
of which is drug and which is placebo. | 

It is usually nimmbered or lettered. Patients are 
put into the study, placed on cne particular medication for a 
psriod of time. Then the patients are czossed over into the 
second crag and crossed back and crossed forth again.” 

Do you agree with that statexent? i 

A No. Thexe is a confusion here of a nuaber of 


aifferent techniques. Dovwble-blind study has to do with 


neither the patic 


% 


the observer being aware of which medi- 
me “A : : 
eation they ére gst&tng. 


Now this may involve a comparison of a testieg drug 
and placebo or testiges drug and standarda. It may be cross- 


over. It may be noncross-over. But again, there is a tendency 
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to sort of wrap all these things together into one bali, but 
they are really quite distinct considerations. 

Q I am txying to parcel out just those parts I wish 
to ask about. At line 3 on oage 3960 Dr. Wolfson was asxed 
this question: 

Question: "Give me a condition in which you think a 
double-blind study wotld not be proper." 
Answer: “I think in studying Meniere's Disease, I 
think that a double-blind study is a proper study. It is 
just an impractical study and a very difficult study to perform 
and to evaluate." 
_ Do you agree with this? 

A No, I don't Ae I don't see why the fact of the 
study being gouble-blind would make it impractical. I think 
Dr. Wolfson is meee to a comparison between Sere and a 
placebo as being impractical, considering the remainder of his 
testimony and his advocacies of the longitvdinal approach 


here, but again I think he is confusing the double-blind 


concept with another type of -- another concept here. 


Q Finally in reference to Dr. Wolfson's testimony 
at page 1860, he was asked the question: 
Question: "You mentioned the term cross-over. In 
your opinion is a cross-over always employed in a double-biind 
study?” 


Answer: “I have always employed a cross-over. 
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Question: "Can you think of any situation where a 


cross-over would not be proper? “ 

Answer: "No." 

Do you agree with that? 

A Well, no. There are many situations in which 4 
cross-over would not be pxcrer in association with double- 
blind study. . i 

EXAMINER BRENNAN: Could you mention two or three 
examples of the situations? \ 

TEE WITNESS: As I said before, any: situation where 
the therapy tends to cure the disease, then ones the disease 
is cured you are in'no position’ to cross over to the other 
therapy, so diseases that have a short, nea eT which 
terminate in cure or say in death are not amenable eress- 
over therapy. 

The majority of treatment of acute bacterial 
infections, for example, we can't cross aoe 

EXAMINSR BRENNAN : Thank you. 

BY MR. CUTIER: 

Q Dr. Wolfson was then asked at page 1865 of the 
transcript at line 9: 

Question: “Dr. Wolfson, you testified upon this 


guestion whether with respect to any particular patient they 


may be suffering from mild, moderate or severe episodes of 


vertigo. When these terms are applied to a particular patient, 
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can they be equally applied to another patient? ” 

Answer: "No. The vertigo that the patient experience: 
and how he reacts to the symptem is a substantive phéncmenon ~— 
I believe that should be subjective -- something this patient 
experiences. 

"if you ask a patient if his vertigo is severe, 


patient “A” might say my vertigo is very severe. Tell me 


what you mean by severe vertigo. Well, he might say, an attack 


comes on and things seem to sway or to role. It lasts fox an 
hour. Maybe two hours. 
®Tf I have to walk around, I have to hold cnto 
furniture. I get a little sweaty from this thing. I might 
get a little nervous. . 
EXAMINER BR SEWNAN: Nauseous. 
MR. CUTLER: I am sorry. Going on --~ 
nnscers “nauseous. That is what this patient des~ 
cribes-as a severe attack. The same patient might describe 
as a mild attack one in which he gets a little lightheaded 
or a little sensation of mction lasting for 15 minutes and no 
associated symptoms included. ~ 3 
fo another patient who also has Meniere's Disease 
when he has a severe attack his severe attack is one in which 


the room spins. It may last a full day. It might take three 


or four days mmtil he can get up and walk again. He becomes 


nauseous, vomits and palpitations, sweats, deathly ili. That 
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is what ke calls a severe attack. 

"What this patient would call a mild attack might be 
equal to what patient "A" calls severe attack. So that when 
you are dealing with severity and trying ee one patien>‘s 
severity of attack with another it is alzost an impossible 
thing to do.® | 

| 

Now, Dx. Beaver, the ques stion se went te ask you is 
where you are dealing in fact with 2 subjective response, where 
severities among patients differ according te the patentee 


own particular feelings, is it impossible to correlate back 


and forth a grading system? 
zs * *€ 


THE WETNESS: No. It is not impossib? There 


have been well worked~-out methods of gzeding subjective responsds. 
I believe thet is the point in issue here. “these methods have 
proven quite fruitful in dealing with many ai rterent kinds of 
subjective responses and they have a2 consistency and are able 

to clearly Gelineate and SESS effective! from ineffective 
drugs anc creater doses of effective drugs and the like 


As a matter of sact, ten years ago Beecher published 


his clagsic book on the measurement of subjective resronses. 


It was an entire book devoted just to the fact that this was 


not impossible. : : Sock 


EXAMINER BRENNAN: How is this done? Can you give us 


a reasonably brief summarization of what methods are avzilable 


; . Sp hae 
for the measuring and cataloging of subjective responses? 
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THE WITNESS: Well, my own personal experience hes 
been mainly confined to pain. Of course, vou have a similar 
situation because if I say I feel severe pain, I may be refer- 
ring to something somewhat different than what you would feel 
when you say you are feeling severe pain. 

However, interestingly enough, when you -- this is 
one of the variables, you see, that you can't measure. TI don't 
know that your pain when you axe saying it is severe is less 
severe than mine is when I am saying it is Severe, but in the 


first place if you develop a grading system of severity, let's 


say a four point scale of severity, and then you randomize our 


allocation |to treatment, the tendency is for this uncontrolied 
variable to be distributed equally between treatments so we are 
jest as likely to have somebody who overestimates their pain 
in a given group as somebody that underestimates it. 

When you get a number of people put together, they 
tend to cancel each other out in terms of this difference in 
nomenclature with the resuit that the grcup responses are 
remarkably interpretable, even though any individual patient's 


response is hard to interpret. 


By putting people together in grouvos, one cancels out, 
if one puts them together properly, using randomization, one 
can cancel ott for individval variations in the way in which 
people describe the intensity of a subjective compiaint. 


EXAMINER BRENNAN: Is it a feir statement, Doctor, 
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that in the field of clinical pharmacolosy that where one 
effect that is attempting to be eveiuated in a study is a 
subjective symptom, that in such a situation the need for 
in such a study increases? 

THE WITNESS: Absolutely, because the influence of 
suggestibility on the part of both the patient and the 
physician is much greater on a subjective response than on some- 
thing objective like muscle paralysis or death or -coma or 
something you can objectively evaluate. : 


| 
EXAMINER BRENNAN: As opposed to recount the subjec- 


tive impression? 


THE WITNESS: Yes. 


se € 
Q I would now like to turn to Dr. Leach's study. I 
believe we discussed it earlier. I did show it to you in 
Vozume 17.1 and did identify it as the materials which you 


had reviewed with respect to his double-blind cross-over 


- . 
oe 


study. 
I had asked you some questions on stratification. Bf 
would like to now ask you some questions mith) sesnece to the 
manner in which he coded the medication. In response to some 
questions I believe by government cowsel asking whether or not 


in fact Dr. Leach knew whether the patient was receiving "A" 


or "B," Dr. Leach at page 2393 of the transcript specifically 


at lines 8 through 12 said: 
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*z mean at the time I saw him and subsequently I 
would have noticed from the records that this patient had been’ 
given “A*“ or "B" or whatever it was. This is when I came back 
to check the record she had typed out.” 
se * 
Could you relate whether or not in fact Dr. Leach 
iid know "A" and °B" would cause any problems with respect to 
the double-blinding of the study? 
A Well, as I believe I discussed before, this does 
not necessarily invalidate a study. Namely ,that there is an 
“A°="B" coding and that the individual prescribing the drug knows 
whether a patient is on drug "A" or "5". It does create a “ 
situation that is mice for various types of bias to occur and 
this is even further amplified when, let's say the receptionist 
or the secretary or the nurse who is handing out the drugs 
knows whether the patient is on "A" or "3," because it has been 


found by unfortunate experience that these people are even 


less understanding than the physician about the importance of 


retaining an unbiased attitude about the results of the 
experiment. 

Therefore, they tend to develop attitudes about 
this. They may regard this as a type of guessing game as to 
what is really what. Then they either obviously or uncons~ 
ciously transmit their particular feelings about “A" and “B" 


to the patients who are coming in to be put on these medication 
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Q You also mentioned a problem, I believe, that in 


most of the studies where the letter code was used active we: 


always "A" and placebo was always "3," as it was in the Leach 


Stucy. 
Would the fact that Dr. Leach’s study was one of 
the later studies also cause any problems in this regard? 

A Again possible. It throws yet another cioud on the 
Situation. I don't know whether in fact Dr. Leach was aware 
of the coding ey of the other studies that have been 
done, either throtgh reading these in the literature, seeing 


these in meetings, talking to the sponsors of the drug who 


might have described somebody else's study that hae@ Deen done 

earlier and said well, we would like you to ao a study sone 

what like this ~- things like this. | 
But you see, there is a potential here for a 


development of a bias and again this just makes you feel that 
the study is less *than really a tight one in terns of its 
donbie-blinding. : 

Q Dr. Beaver, apart from the problens you described 
with respect to Dr. Leach's study on stratification and 
randomization, would the fact that Dr. Leach used the “Aa"-"5" 
code, in your opinion, invalidate this stuay? 

A Well, I think I said that in itself this would no= 


invalidate the study in the sense that certain other types of 


design errors could completely invalidate a study. 
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But added to certain of the cther shortcomings of 
the study, it makes the study -- it makes it quite @ifficuit 
for me to generalize from the data of this study with any 
degree of confidence, The net result of several lapses in 
design put together creates so doubts that maybe one of 


these lapses alone would not create. 
* * * 


EXAMINER BRENNAN: From your review of Dr. Leach's 
study as well as testimony, would you accept this study as 
an edequate and well controlled study from which you can 
reasonably conclude that the drug Sere is efficacious for its 
intended use? = 
“* * 
THE WITNESS: In view of the number of different 


defects ard potential sources of bias here, I really covldn't 


accept this as definitely demonstrating the efficacy of Serc. 


I would say that it is suggestive. 


zs * * 


‘RXANINER BREKNAN: Doctor, the term historical 
control, whet does the history of the patient control in the 
context of the phrase “historical control?" 

THE WITNESS: The history of the patient provicesa , 
standard of comparison for the effect of the medication | 
a@ministered as of day I, when you stig: treating this patient. 

' EXAMINER BRENWAN: Historicaliy in the field of 
clinical pharznacology, Doctor, when the word "control" is used 


in relation to a drug study or a drug investigation, what is 
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attempted te be controlled by whatever type of control may 


ke employed? . | 
THE WITNESS: In the broad sense, a controlled 

study -- ohne says we did a controlled study of such and such 

a drug -- this implies not only that there was a standard ct 

comparison for the test medication but also that various 

OEE to minimize bias were introduced such as random 

ization in allocation of treatment of the patient, and double- 

blind cechnique where _eppropriate to minimize the bias 

associated with preconceptions on the part of the patient and 

the observer or investigator as to what the outcone of the stucv 


vould be. 


* * * i 
| 


EXAMINER BRENNAN: Assuming a study wherein the 
patient is seen pericdically over a course of six months ana 
is routinely administered a drug under test. * 

THE WITNESS: But no cosmo standard of con- 
parison for this drug. 3 

EXAMINER BRENNAN: wo. 

THS WITNESS: Well, then, that history must sexve 
several functions -~- the history and physical examination +... 
would go along with it. First, to establish the diacnosis 
and hence whether this individual is a suitable candidate 


the study at all. 


Secondly, hopefully, to establish a baseline of 
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everity of the illness with which one could subsequently 
compare the mactentuetnroeress on the drug. 
Of course, I pointed out the pexioes problems in 


trying to establish a baseline of this nature in a disease 


which has fluctuation in its course or its course may be 


unpredictable. 

Eee more, ther are different ways of gettirg 
this historical control. One is, as you pointed ener if ene 
just arias a history the first time one sees a patient ane 
then puts hin on a study you are completely depending on t=? 
patient's recollection of what his progress or-state of 
affairs had been for the last year, let's = 

Another way ywhich would ke more desirable in those 
situations where the historical control is permissible at all 
would be where you observed the patient youself over a period 
of time after you first saw him and recorded) say, on a weekly 
basis how he was doing, either say on the conventional therzpy 


} 


or on no therapy at all if there was no standard therapy, and 
then put him on the study, because patients are notoriously 
biased in their retrospective description of the severity of 
chronic illness in that if you ask them how they have been 
Going.for the last year, with a chronic disease, they will 
usually wind up describing how they have been doing in the 


last couple of weeks. 


This has the heaviest weight in their mind. If 
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they have actually PEE doing guite well for the last year brt 
the last few weeks ome been doing very poorly the patient has 
a tendency to tell you, "I had a very bad year." 
But if all during this year you had been making 
weekly observations you would have found the patient hed a 
very good year but simply had recently gotten more sick. 


Now, you could 2iso have the reverse situation where 


the person was sick over most of the year but lately had been 


fseling much better and you woulé Say,well, this might terd to 
cancel oct the previous kind, but it doesn't because you see 
the patient comes to the doctor because he is not feeling well, 
not because he is feeling well. So, you tend to have patients 
appearing for treatment who are getting worse rather than 
those thet are getting better and this, of course, again 
throws very difficuit problems of interpretation into looking 
at a history and using this as a baseline against which to 


compare the effects of sabsequene, therapy 
zs * & 


Q Doctor Beaver, I would like to refer you again to 
the trenseript, particularly page 2857 of Doctor Rubin's testi- 
mony. Doctor Rubin was being questioned about the problems 
of getting a hosogeneors population for a study ‘and a 
larly he was asked the question: | 

“Is there any way you can Gatermine compatable 
severity between patoneee To which he replied: “No, there 


is no way. That is the point of the discussion as far as I'n 
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concerned. Patients huve their own severity that relates to 
their own probiem. It's part-of the vestibular mechanism. 
That is the problem.” 


Do you agree with this statement? 


ee * 

THE WITNESS: Homogeneous is a relative term. One 
never can develop two treatment groups which are absolutely 
alike. ‘pat as I pointed out rather extensively yesterday) 
through the device of stratification and cenaomeeeC eon it is 
possible to create treatment groups which are sufficientiy 
similar to allow the comparison of drugs between them. 

I know of no disease where this is not the case. ff 


it weren't the case in Meniere's then Meniere's would he 


absolutely unigre in medicine. 


*»-* * 
Q Doctor Beaver, if, in fact, -- strike that. Doctcs 


Beaver, can verisbles such as severity in a subjective sympton 


be graéed in such a way that a comparison can be made in 


conducting a clinical study between two groups? 
| A Absolutely. Again, as I believe I mentioned yester- 
day, there have been whole Sacks written on this subject. 
cading systeus can be developed for symptoms as well as for 
physical signs or laboratory data and these grading systems 
can be used successfully in comparing the effects of erugs 


in various population samples. 
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Q Doctor Zeaver, at 2371 of the transc= zsipt, at line 
16 thru 20, Dector Rubin was asked "is it true inyour Speen 
that you can't do a double-blind siady unless you have an 
objective paxameter by which you can gaage your improvements?" 
Excuse me. "sy which you can gage improverents?" 

Zo which he replied "You can do a double-blind 

study but the infermation you get is somcthing else. As we 


talked about, you do a double-blind study with a disease 


entity like this and with a drug that changes pathophysiology 


and then you get into these other problems. Sure you can do 
it." | 
What is your cpinion of that statement? 

A Well, it’s rather ambiguous because I don't know 
whether he is really saying that you can do it and get mean- 
ingful results or you can't Go it or is you do it you don't 
cet meaningful eae If he is saying you can't get 
meaningful results even though yor can do a double-blind 
stucy in some of these areas involving subjective responses, 


then this is not the case. 


You can get meaningful results. 


ze * 


Q 2. Beaver, ZT would new like to turn to some testi- 
tony given by Dr. Kupperman for Respondents. Specifically 
page 2576 of the transeript at line 7, Dr. Kupperman was 


asked: “Doctor, I previcusly asked you a question with 
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respect to whether you had to be an expert in a particular 
disease to evaluate the clinical cesign of a study. Speci- 
fically, do you have to be an expert in Meniere's Disease or 
Syndrome Ae to be able to evaluate the clinical Saoton 
of a stuéy to show efficacy of that drug?" 

To which Dr. Kupperman replied at lines 13 through 
13, “Tr think that Meniere's Disease, because of its complexity 
and of the various components that make up the disease and the 


eo 


fact also of its clinical progress, its deterioration apparently; 


that can take place as the patient gces along, I would rely 


upon the expert in setting up a experimental design for the 


‘study of Crugs in this particular aiseasece 

Z Do you agree with this statement? 

A No. Shall I enlarge? 

Q . Wouid you please tell me why? 

A Well, again, as I pointed out, clinical pharmacologis 
are not necessarily experts in the diagnosis and treatment of 


all of the diseases for which they design studies, nor is it 


necessary to be an expert-in disease to critize a study. 1 
believe that was, the question here. The word "criticize." 

Q Evaluate. ) 

A Evaluate, The point is that there are certain 
generally accepted technigves and if you violate certain rules, 
no matter how mich of an expert you are in a particular 


disease you destroy the scientific validity of a particular 
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study sand you don't have to know a great Geal about the 
isease to be able to come ¢o that judgment because you do 
know 2 great ceal about what constitutes scientifically valid 
evidence. : 
Q Fine. : io 
»* * . 
Starting at line 3 he was esked: “Doctor, are there 
no differences between clinical scientists who are well trained 
and versed in the design of studies and a practicing specialist 


with respect to a clinical study for the evaluation of a érug 


in Meniere's Disease?” 


fo which Dr. Kupperman replied at line 14 throuch 


24, "I heave a great deal of respect for the clinician who 
practices and sees disease frequently and regularly and his 
knowledge of what drugs are active and not active in disease 
and his knowledge of or the patients may. react to drugs, I 
think is rather important. 

"Each day he really is doing a small part of clinical 
pharmacology when he gives patients drugs ana determines their 
efficacy in this particular complicated disease. So, I think 
a clinician who is an expert in disease and has spent long 
hours and years in the management of the disease, that he is 
a pretty good judge of what is an effective érug and what is 
a non-effective drug." 


Do you acree with his statement? 
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are not necessarily experts in the diagnosis and treatment of 
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. t 


no matter how much of an expert you are in a particular 


disease you destroy the scientific validity of a particular 
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study and you don't have to know a great geal about the 
disease to be able to come to that judgnent because you do 
know 2 great ceal about what constitutes scientificaily valid 
evidence. : 
Q Fine. —* : : 
** * 

Starting at line 3 he was esked: "Doctor, are there 
no differences between clinical scientists who are well trained 
and versed in the design of studies and a practicing specialist 
with resvect to a clinical study for the evaluation of a Crug 
in Meniere's Disease?” : 

fo which Dr. Kupperman replied at line 14 throucn 
24, "I have a great deal of respect for the clinician who 
practices and sees disease frequently and regularly and his 
knowledge of what drugs ere active and not active in disease 
ana his knowledge of Soe the petients nay react to drugs, I 
think is rather important. 


"Each day he really is doing a small part of clinical 


pharmacology when he gives patients drugs and determines their 
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efficacy in this particular complicated disease. So, I think 
a clinician who is an expert in disease and has spent long 
hours and years in the management of the disease, that he is 
a pretty good judge of what is an effective drug and what is 
a non-effective drug." 


Do you acree with his statement? 
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a I, coos have a great deal of respect for clinicians; 
however, if one -- the thrust of this statement, as I see it, 
essentially says that if a clinician has a great deal of 
experience with a disease entity in terms of diagnosis and 
treatment, that his opinion as to what is an effective drvg 
constitutes all that is needed in the way of evidence as to 
the efficacy of that Crug. 


This is the thrust of the statement as I see it. This 


I would disagree with because we have had expert clinicians . 


for thousends of years. These clinicians were no less intelli- 
gent men than the men we have now. 
Within the limits of the methods aveilebie, they 

provided moot medical care in their time. They also advocated 

many drugs’ as of being supreme NEES and many treatments, many 
operations being of absolute and unquestionable value in certain * 
disease entities. which aebscnesneey were realized to be 
worthless and to be in many respects very dangerous. 

Z could list a long ist, of drugs starting with 
ows Kat 

powders-end mummy's dust ,, unicorns horns, running up through 
treatments such as palling out all of somebodies teeth to 
eradicete focal sepsis, excising the entire Large bowel to 
prevent anutointoxication from poisonous waste. All these 
types of therapy - Bleeding, violent purging ,an individual 


wno had a vaziety of conditions, all of these types of therapy 


which were sworn to by very eminent clinicians as being 
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indispensable in the treatment of certain diseases and which 
ware subsequently totally discredited, this is not because 
these clinicians were unintelligent or weren't skilled in the 
diagnosis of the disease but because one must apply certain 
safeguarés of scientific method to evaluating highly variable 
situations such as exist in nee disease and its treatment. 

So, a clinician who is willing to learn the basic 


principles of the design ox drug studies, who is willing ts 


become involved in this in a serious way, can certainly a6 4a 
vaiuadle drug study, but just to say because a clinician is 
a good clinician and is a good doctor that he will ipso facto 


come to the correct evaiuation of 2 drug he; uses is, I con't 


believe, truc,and I think my statement is based on ample 


historical evidence. 
ie] Dector, at page 2599 at line li, Dr. Xuppernen was 
asked: “What effect,if any would the fact chat we are dealing 
vertigo have on ‘“xhe use of 2 placebo control?” 
To which he replied at lines 13 through 25 , “Because 
of the distressing nature ‘of the vertigo, of the disabling 
effects it produces and the marked discomfort to the patient, 


I think the use of a oe in a patient such as this realiy 


is placing the patient upon an CEES type of bales inasmuch 
as the disease os Meniere's pies with vertigo has been 
explained as being due to pathology in the inner ear ane the 


placebo effect as such is almost an immoral approach of using 
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a patient in an indecent manner, much less in the way we 
would not even subject a Gog to therapy that would be harmful. 

"I think a placebo therapy in Meniere's Disease 
might conceivably have hazm or effect the patient in a harmiu: 
manner." 

Do you agree with this statement? 

Ne. 

Why not? 

Well, again there are a number of @ifferent points 
brought out here, some of which seem to be mines serants— 
But in the first place, as I pointed ovt yesterday, to my 
knowledge there is no generally accepted me@ically -~ medical : 
treatment to prevent vertigo in Meniere*s Disease: £0, therefore, 
to argue that it is imzoral to give a placebo, he does not say 
what one should be giving instead. | 

Now, I believe at some other point in the transcript 
he implies’ that what should be given instead is Serc. That 
Sere should te given to all of the Saerentoe ‘Bat then this 
indicates a lack of an understanding what the whole point of 
the study was to start with, because he is assuming that Serc 


is effective before he does the study and then he sets up 2 


study to see whether it is effective. 


Well, if you already know it is effective, you 


€on't need to do the study. If you do the study, it implies 


there is serious doubt as to whether or not it is effective 
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in which case you are not depriving the patient of a known 


effective therapy by giving them placebo. 
My own feeling about this is that this ccnstitutes 
Smoke 0 
throwing up sort of an ethical eseak screen’! to cover just sloppy 
ané wnscientific experimental design. This is not to cainsay 
‘there are not many ethical problems involved in drug evaluation 


in man. There ere. Sut this particular cease is noz one of 


them. 

Q I believe the particular lines you were referring to 
appear at page 2665 of the transcript where Dr. Kupperman was 
asked: "Assume there is no megication that is effective to 
control vertigo ir Meniere’s Disease." ce 

Dr. Kupperman replied, "if I have a @rug which I 
am investigating and IE feel this drug may ae some effect TI 
would be very loath about uging a placebo in these patients 
and ane them trough this uncomfortable state that they have 
been existing all the time until the drug is given." 

Do you agree with this s cement? 

A No, because if one follews this logically, one would 
never use a placebo to compare with a supposedly active drug 
because the szpposedly active drug also might be producing 
some beneficial effect the placebo nee 

What he also neglected is that while a placebo dces 
not produce a positive pharwacologic effect, it is unlikely 


to preduce serious side effects. The same cannot be said of 
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any potent pharmacologic agent I know. So, the weight here is 


not all on one side of the balance. 


As I cited yester@ay, in a study compering bleecing 
with not bleeding for the treatment of various diseases, I 
woul@ have much preferred to have been in the place>ds grocp 
than in the active Cros GES 


Q Dr. Beaver, can you think of any authcerity in the 


statement here? 
A 'Thexve have been numerous articles written dealing 
with verious cf the ethical aspects of the ciinical trial. 
Now, the consensus of these articles: I believe, is 
that in this particular kind of situation where you don't 
have any therapy which is knewn to be effective in a sitvaticn 
and then you heve a new therapy which may be effective, that 
it is perfectiy ethically permissible to compare this new 
therapy which may be effective with a placebo. 
fhe ethical problems come up when we already have 2 
therapy which we know is effective and we deprive this patient: 
of the known effective Cherenye Tne ethical problems don't 
come up in t+<> kind of situation as with the Serc case. 
Q At page 2610 of the transcript, at lines 13 through 
16, Dr. Kuppermen was asked: "Doctor, you previcusly ccmments 
with respect to the use of placebo and positive controis. How 


@oes the concept of randomization apply to the use of placebos 
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and positive contrcls?" 


To which he replied at Lines 17 through 25, 


use of randemization, is that the drugs are dispensed 

manner in which there is no precise order or sequence 
administration. In so doing you would rule ont the possibility 
of a placebo responder and a non-placebo responder. ‘You would 
get zn overall more precise evaluation of thé Grug where ther 


may be certain psychosomatic effects that may influence the 
action of the drug. Randomization, where possible, is 
advantageous." , P : 

DO you agree with that statement? 

A No. nis is a clear confusion of two quite distinct 
principles which I discussed yesterday. one is dovble-blind 
approach to avoid the effect of suggestibility in biasing the 
results. The other is the use of artenavicn to distribute 
known and unisnown variables which may effect the course of the 
condition equally between treatments. 

Furthermore, from his statement that when you s2y 
there is no precise -- could you quote that part towara the 
beginning where he said “rancomization" - - - 

Q Paes is that the dxugs are dispensed in a manner 
where there is no precise order or sequence.” 

A Yes. This is again confusing because one must 


@eliberately randomize. If he means by this that all of one 


group of patients doesn't get a particular treatment first or 
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something like this, this is true, but this sort cof implies 


a haphazard assignment rather than a deliberate, sccise effort 


to rendomize the allocation of patients to treatments. 
BY MR. CUTLER: : 3 ate 

Q At page 2409 of the transcript, Dr. Kupperman was 
asked this: _=pector, suppose there was a study of say 20 
patients, 15 of which suffered from a cisease such as 
Meniere's and five suffered from other conditions. A drug was 
administered to determine what effect if any it had on the 
control or reduction of the frequency of vertiginous episoces 
of the -- of all 20 patients. 

"Doctor, in your opinion, as a clinical pharmacolo- 
gist, could any inferences as to efficacy or Lack of efficacy 
be made with respect to the 15 patients who were suffering 
from Meniere's?" 

The question was asked to be read back and then the 
witness replied at line 23, "Certainly it cone Then Or. 


Kuppexrman was further asked, "Would the fact that five vatients 


had other diseases, would this in your opinion constitute 2 


- 


deficit in the study?" 

To which Dr. Kupperman replied, "Absolutely not. As 
a matter of fact I think it would be of interest in the study 
of the pharmacodynamics of the Crug. You weuld get information 
perhaps on these five patients that mzy lead you to study 


further diseases and the action of this particular drug. 
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“I see this would not upset the study at sil." 


What is your cpinion of Dr. Kupperman's veply 


A Well this would entirely depend on whether these 


were set up as two separate studies. As I pointed out, there 
is nothing to prevent an investigator from simultaneously 
investigating the effects of a drug enisoveran different — 
entities like classical Meniere's Disease, possible Meniere's 
Disease, dizziness associated with positional vertigo, other 
types of dizziness, as long as these different categories are 
Clearly Geliineated before each individual is put on study ané 
he is put in one specific category and he is kept there through 
out the course of the study and is evaluated jin that category. 
What can lead to bias and to troubles with oon 

randomization is throwing all these people into a pot, treating 
them and then after the fact sorting them out and putting them 
in various groups. It is not clear from what Se 
said which approach he was advocating. 

Q At 2609 again Dr. Kuppezman was asked in line one, 
“Are you feniliar with the concept of homogeneity as it applies 
to controlled investigations," to which he replied, "I am.” 

Then he was asked, "Could you sell us what that is?” 

At lines 5S through 9 he replies as follows: “Homogeneity 
implies that there is a very definite essential similarity 


in the study that is being done where the same degree of the 
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disease is present in comparable patierts, the same status of 
the disease but the -- the same intensity of the Cisease.” 


What is your opinion of this statement? 


A X just find it a little hard to decide just what he 
is saying, frankly. Is there any more? Does he say anything 


further? =" 


Q That is the gist of his entire statement. 

A Well, in a sense the homogeneity tale relative 
thing. You don't have to have identical intensities and so 
on in order to haves an adequately homogeneous population for 
a study. 

I don't. know what really more I can get out of 


that particular statement. 


se * 


Q Page 3478 of the transcript, particularly line 2, 
Dr. Kupperman wes asked: "Would you as a clinicai phazrnacslo- 
gist accept the view of an expert clinician that the results 
are significant and not require for confirmation the statisti- 
cal analysis of the data to show that there is statistical 
significance." 

Answer: “If the data is not well subjected to a 

statistical anaiysis in a disease as complicated as Meniere's 
Disease, x would rely upon the clinical jucgment of the 


investigator." 


Dr. Beaver, wovld you, as a clinical pharmacologist, 
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agree with Dr. Kuppemnan? in ether words, would you reiy von 
the view of the expert clinician as opposed he having a statis- 
tical analysis?™ J 

A No. If cneliaisases was complicated, z would be 
particularly desirous of having a contz rolled | exuey which woule 
lend itself to a statisticzl analysis. A statistical analysis 
isn't always necessary. 

For example, if the cieintas cola me, well, I treatec 
ten patients with this drug and they all lived and ten 
patients with that drug and they ali died, sf it would =f 2C 
absolutely ridiculous to sit down and do pee this. 

You “now this is a significant difference to start 
with. When you do a statistical analysis is where there may 
be some question in your mind as to whether ai dt Sterence 
between treatments is attributable to chance. 

Now when he says the data does not lené itself tc 


Statistical analysis, this would immediately make me suspicious 


as to how the study was done such that it would produce data 


that wouldn't lend itself to statistical analysis and then 


what other design defects might have been in the study. 

in other words, if the reason it doesn’ t lend itseif 
to statistical analysis is that saietionicn - was not used and 
the patient always got, let us say the test macros first 
and the control second, then I would feel even further disin- 
clined just to accept the feelings of tha expert clinician. 
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Q Then he was further questioned in this regard"in ait 


circumstances"to which he replied "In specific circunstances. 


I say where the disease is as complicated as that in Meniere's 
Disease and where Ane ote. history and rcorens of the 
disease is so important for one to have knowledge of, if 
the investigator feels that this progress has abated and the 
d@isease has been improved I would rely upon his clinical 
judgment as to the efficacy of the drug.” 
Wovld you agree with this? 
A No, for precisely the same reason. The more compli- 


cated the situation, the more you need the safeguards of 


scientific methodology to avoid being led astray. 

The point is: I an not denigrating tae cliniciar.’s 
judgments in temns of giving us leads as to what is a worth- 
while drug +o study. The fact of the matter is that very few 
Gruss have ‘been discovered in the course of a formal. dovble- 
blind clinical trial. ; 

These drugs were Sisesvereé in the sense cnat che 
first suggestion was made that they might have some value in 2a 
disease on the basis usually of the observations of an astute 
clinician and without chet initial observation we would have 
never follared up this drug, but given this initial observa- 
tion or series of observations, what the scientifically in- 


clined person then would like to do is go on and set up 2a for- 


mal study to really accept or reject the hypothesis that this 
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dzug is of scone valus, a fae judgmeat and observations of tne 


clinician in this respect are not without value dut they 
constitute a beginnin 2g point for the subseguent scientific 
enalysis to eniS te establish valve. 
** # 

BXAHINER BRENNAN: Excuse me. Could you indulse me? 

What in your view, as a clinical pharcacolosist, 
Doctor, is absolutely necess sary ina study of the drug ‘Sere fox 
vertisinous epi: soées to be classified as an adeguate and a vell- 
controlled study from which it may be reasonably Concludad by 
experts that the drug is on is rot efficacious? 

THE WITNESS: Well, it would have to incorporate 
Placebo control and ea concommi tant comparison of Sere. Now it 
might be either on a noncrosa~over or cross-over basis, 
This would not -~ this is not that inportant. it would have 
to be double-blind because of the potsatial influence of 
Suggestibility on the part of the patient and en the observer 


and everybody else involved in the study. 

It would have to ba randon ailocation of patients to 
treatment. In a true sense, when z say double~blina <I mean 
really Gouble~blind. There fine De no question Soon the 
double-blinding., When I say zen i mean truly random. 

One sits cown with a -~ sheffles cards, pulls toksns 
out of a hat or uses a table of Yrandcen numbers and sets up a 


true random allocation and one doesn't decide well, I am going 


to give each "A" first after the fact Or we are going to pull 
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out part of this zendom schedule and use it for something else 
or this kind of thing. ong Vv 

Some of these things are clearly CE and o 
introduce kind of bias) which you can't Cecide one vay or 
another. iI don't know what happens when you take 
aud then start sort of pulling things out of it and using it 
for two different studies and so on. 

. Rule out this sort of thing. Then you would have to j 
hava a competent otolaryngologist making a diagnosis on speci- 
fied criteria and documenting this. It doesn’t have to be 
pages but it has to be certain essential features and they have 
to be there. 

Then you would have a treatment record which should 
be made out in the original on that treatment record — not 
copied over a long tims later from various notes and patients’ 
recorés around the office so that I know when I look at that 
record $2<t this is -- Like in any kind of good 12> work, they 
don't allow you to make noe23 on screps of peper lying around 
the lab and then ages later copy this into a lab boox. 


‘Right as you are doing the experiment you make your 


basic insertions on your cs document and you make sure all 


the spaces are filled in or for some reagon you can't fill one 
in, you pat in why. r 
- “Then you carry out the study. You make measurements 


as frequently as is reasonable to do so. You get the data at 
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the end and you look at it and if it is -- if the data indicates 
you subject it to a statistical analysis. tf you sae the two 
scores are virtually identical you know there wouldn't be a 
statically significant difference. : 

There is no point in doing the analysis. I= vou 
see they are so grossly different, you have a real winner here, 
you may sort of do a quick analysis just to -- so you can szy 
you have done one but really you con't nsed one there either. 

Most cases don't, fall that way. Unfortunately we have. 
very few drugs that are just overvhelmingly superior to what | 
we had before. soJ Something in between you do a suitable 
analysis and then you take and you write up the whole business 
in such a way that somebody else can read it over, know what 
it was you were doing, how you did it, what you found and 
what vour conclusions are and thet vould constitute a well 
sontrolied strdy and Banencinaon what it shows , it could shcwv 
shis drug had efficacy. } 


zs * * f 
Q Doctor, one comment you just made prompts this 


question: In the studies yon conducted evaluating certain 
“analgesics in-the treatment of pain, were these patients under 


other medication? 


A Almost invariably they would be having some kind of 


other medication. 
© And this, in your opinion, didn't invalidate the 


results of your study, did it? 
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A No, but I had a control over what other medication 
they enataicee: Now, they weren’t allowed to have any other 
analgesic medication that was not prescribed and we exercised 
control over the patterns in which any psychoactive drugs couid 
be prescrined for them. On the other hand, if they needed 


antibiotics or digitalis or diuretics, specific anticancer 


Grugs, these, of course, vere given to the patient as needed. 

Q Did you establish whether or not there was any 
synergistic effect between the analgesic you were studying 
and these other drugs they were taking? 

‘A This has not been absolutely established. On the 
basis of observation, it would seem that there is no apparent 
interaction between analgesics and let us say antibiotics other 
thar. insofar as an antibiotic might relieve an infection which 


was causing pain, something of this nature. 


* 


On the other hard, there is certainly potential 


for interaction between analgesics and certain.other types 
of Bereneaecive agents. | 

‘As t said, these we exercised control over the use 
of these types of agents. 

Q When you published your papers with maenece to these +t 
other studies, did you point out these other drugs the Senco 
were taking? - : 

A We didn't list = well, you see, we @idn't -- you can 


list in a paper every patient and everything they get for the 
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entire period of the study due to limitatior of space. 

Xow, on the original patient report forms, we have 
a -~ and also other separate Deere I keep -- we keep track 
of ail of the psychoactive ecrvgs the patient is getting and 


we keep track of any analgesics that the patient may receive 


during nonstudy hours. 


This would refer to the so-called routine analgesic 
which is given when the patient isn't actually receiving test 


medication. 


Q Could these analgesics have a synergistic effect wit? 


the analgesics you were studying? 
2A They don't have a synergistic effect. Actually, this 

is 2 tern that is rather vaguely defined. There is a possibiliz: 
that the analgesics which the patient gets during nonstudy 
ers may Carry over the effect of -- let's say the last dose 
may carry OS into the time when the patient gets a study 
drug. . | 

The way we control for this effect is that the 
patient is eivays on the same routine analgesic and since we 
cross over, each of the study medications is given against 2 
background of nonstudy Noore during which the same rovtine 
analgesic has been given, and this tends to cancel out an 
effect that would favor one study medication over anoth Se 

Now, problems can come up when oe are evaluating 


analgesics with markedly different mechanisms of action and 
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we have run into this ourselves because recently,potent 
analgesics which are not narcotics but rather have narcctic 
antagonist type properties have been introduced,and there is 
a potential here that when you give an antagonist after a 
regular narcotic you will get a different kind of response 


than if this antagonist is given without a regular narcotic 


preceding it ‘tor if a regtlar narcotic should be given after 


an antagonist, and so what we did when we did our first study 


Gamers / 
of this type of medication, which was a soto “morphine 


comparison there, we analyzed for #=== potential of this type 


of interaction -- that is, we looked at what drugs the patient 
was getting during monstals, hours and tried to see if there was 
any pattern oo terms of a differential effect COPE on 
whether the eeonese or antagonist was given as a study medi~ 
cation) and we weren't able to find any direct type of interactic:. 
heres But we did find that as patients got tolerant to narcotic 
type analgesics they got tolerant Ae cetoenit type analgesics 
at the lower rate, so that the apparent efficacy of the 
antagonist in reltion to say morphine increased the more 
tolerant. the patient was to regular narcotics. 

You see, many of the situations you can’t avoid. What 
you try and do is Gesign the study in such a way that you can 
study them, that you can, in @ way, compensate or measure these 
effects and come to some kind of conclusion. 


You have to work within the framework of -the possi- 
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betwee when you are doing a clinical study. 
Q So, the mere fact that a patient may be getting anoths: 
medication does not -- ina grug study besides the drug under 
study -- does not automatically disqualify that particular . 


patient. 


A No. You have to go on from there and come to some 
feeling akout what the likelihood of an interaction here is, 
whether this Coe dzug is likely to effect the symptom under 
consideration. For example, occasionally a regular floor 
nurse who was not avare of our study going on would go in and 
give one of cur patients an SSS during study hours 
unbeknownst to our nurse observer who, let's say, had ass thai 
patient a test medication. S 

Now, this fortunately didn't happen er often Decause 
we exercised rather rigid control in this but occasionally a 
nurse not familiar with this who came from another hospital or 
ecasenne and hadn't been Mes airen! briefed on what was soing 
on would do this. 

Under these circumstances we would just have to 


discard the data from that day*s work and do it over again, 


So, another analgesic, if this happened, we would just threw 


him out. . Seer 
But as I said, there area variety of drvgs we weren't 
worried about, most of those involved in treating certain 


specific other disease conditions. This eares a certain 
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implied that those patients were clearly singled out before 
the study started. If you look on page 2378, line 16, if I 
may read this, the question was directed to Doctor Leach. 
The first sentence Says "I'm not sure whether th 


Meniere's disease or not." 


Now, thet was made on February 22 which was I think 


after the first treatment period. Answer: "Yes." 
“When were you able to establish that this was 
Meniere's disease? Can you tell from your record?" 

, Answer: . "Yes. Somatimas one expresses dotht when 
during the course of observing the patient but in all cases I 
was able to categorically Gecide by the end of the frequent 
period," I think this means treatment period “that this 
patient either was, in which case I included them in the 
trial, or was not a case of Meniere's disease in which case 
they would not have been included and whatever one‘s thoughts 
m paper in each case, I was quite confident after review, 
2fter everything had been typed up and all the records were 
spread ebout, that this patient had Meniere's @isease." 

So this would tend to contradict the statement that 
you cited first that said thet there was a definite diagnosis 
reached before the patient was put on trial to my mind. It 


would at least make the matter rather ambicuous. 
zs * * 


Q Wovld it also show that as to the patients who were 


considered within the trial that there were doubts that wore 


- 


later resolved as to those? 

A But you see the problem here is that the €oubt was 
resolved Sucing the course of the trial or by the end of the 
trial. Now therefore the factors, things that happened to 
the patient during the trial or were ceused by the trial 
could have had Sone influence on the resolution’ of this dovrbt 
but this leads to the kina of feedback mochanisn that can 


result in bias. 


2 8 
EXAMINER BRENNAN: Doctor, you testified that .you 
have ashore the studies of Doctor Bertrand, Leach, Wolfson, 
Rubin and Godlowski, is that right? 
THE WITNESS: Yes. 


EXAMINSR BRENNAN: On cross-exanination I believe 
in response to sone question ‘of mine you iaid out what in your 
view would be a necessary minimum controlled study to evaluate 
Sere in relation to relieving vertiginous enisodes associated 
with Meniere's, 

THE WITNESS: Yes, I believe I did. 

EXAMINER SREMNAN: Do you have en contort Doctor, 
whether or not any of the studies which you =r zTevieved, 
as they are set forth in this new drug applicatioa, ao or 
don't conform to the minimum requirements of a controlled 


study as you have described it for us today? 


THS WITNESS: I don't believe any of then do. 


Doctor Elia's study, on the basis of just reading the pub- 
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lished results in the Journal of the amarican Medical Bsso- 
ciation, looked like it might but on reviewing the transcript 
it seems there were numerous irregularities in relation to 
recordkeeping and handling of the data and so on, which cast 
doubt that what was published in the JMA represents a complete 
and accurate account o£ what was actually done in this study. 

Again I would have to, in this case, say that I 
couldn't say this would be a suitably centrolled study either. 

EXAMINER BRENNAN: Doctor, as a clinical pharma- 
cologist, ara you aware of the pharmacological action of beta- 
histine? 

TES WITNESS: Well, in the course of being associates 


with this case end reading over the NDA, I read various 
reprints end also various parts of the testimony of the hearing 


in which people expressed opinions, and in some cases 5 presented 
animal data that they felt were relative to the mechanism 
of action of this drug. 

EXAMINER BRENNAN: Would you have an opinion, Doctor, ~ 
as to whether or not the concomitant administration of an 
Perio nam Ee betahistine wovld have eny effect on the 
observed results in such a patient in a study? 

THE WITNESS: ‘Te's very difficult to say. If the 


proposed mechanism of action of betahistine is, in fact, 


what it does; assuming that it is efficacious, then the 


administration of antihistamine could, in some way, alter 
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this response because betahist tine, to my understanding, has 
been presence essentially as an orally active form of 
histamine and that histamine therapy is useful in -- it 
was felt by € some at least ,to be useful in the treatment of 
Meniere's but has to be given by imjection as a @octor’s 
office and so on. 

This drug would allow the reputed benefits of 
histamine therapy anpiied on an Gulepations besis over a 


A 


period of time, but we know that antihistamines profoundly 


alter certain of the actions of histamine of the body. - 


Gexteimiy thes. Certain they affect and certain they don’t 


affect. 

Ferthermore, certain antihistamines have direct 
vestibular effects which makes then useful in certain types 
ef dizziness, vertigo, so for these two reasons antihista- 
mings could potentially confuse the picture when one is giving 
HOE SEs | | 

EXAMINER BRENNAN: Would ycu accept date on 2 
patient in a study which patient had received any entihiste- 
mine in conjunction with betahistine? Would you accept the 
data generated by this patient under those cizeunstances in 
relation to a study OOOH to show the efficacy of Serc? 

: THS WITNESS: Well, you see, you have, as I Say, 
two ways in which you might have an BCeraceton here between 


an antihistamine and Sere. Now, if the antihist tanine were 
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acting to antacgcnize Sere Gane. Jagous to the ‘antagonism of 
histamine, then you would exact the action here to be one 
that would decrease the observed efficacy of Serc. 
In other words, this would produce an error in the 
direction of showing no difference between Sere and placebo 
as far as efficacy went. It might also modify the side 


ureler~ V 
effect profile but I cent understand pre (ae 


effects is, really an issue in this hearing. 

On the other hand, we know that certain CEE 
mines are used in the therepy oz acute vertiginous episodes 
and therefore the concomitant use cf these antihistamines 


from this standpoint might produce relief of symptoms which 


would then be attributed to Sere medication. So this is one 


of those drugs that I would be lcath to have a patient taking 
while they are on this kind of a study because of this inter- 


action. 


Antihistaminas are one of the groups of drugs I> 


would be inclined to rule ont as an acceptable concomitant 
therapy in individuals on Sere or in the study unless the 
study was so estoned to take this specifically into account. 
There are ways of doing this. One can, for example, put a 
patient on placebo and test medication and allow them to 

ke another medication for relief of acute episodes of 
something and base’ part of your evaluation of the effects 


on how often they have to take the medication for relief 


397 


of acute episodes when they have a background of active 


or of test medication as opposed to placebo. © 
: A | 
Supposedly what you would see here is if Sere were 


active, that they would have to take fewer doses ot, say, 
Dramamine while they were on Sere than they would while on 
placebo. rf a study was specifically designed in such a = 
80 as to teke this into account and measure it, then you 
might be able to do this kind of eeaays : 

But where it's sort:of throvn in at random and you 
just have a statemert that this patient took nase antinista- 
mines during the course of the study, cr took Dramamine during 
the ccurse of the siucy, which is an antihistamine, or 
Bedegl this, < think, wouleé render the intarpretatioa of 

: | 


that patient's response difficult. 
zs = * 
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UNITED STATES GOVERNMENT DEPARTMENT OF HEALTH, EDUCATION, ANi» WELF. 


Memorandum 


SUBJECT : 


SUMMARY: 


FOOD AND DRUG ADMINISTRATION 


DATE: May 23, 1967 


On-site inspection of Joseph C. Elia, M.D. 
275 Hill Street 


; Reno, Nevada 
4/25-27 and 5/10-12/57 


Because of his status as a clinical investigator whose work 

was pivotal in the approval of NDA 14-241 (Serc), an on-site 
visit was made to Dr. Elia. Copies were made of his office 
‘records of all 19 patients on the double-blind cross-over study, 
and of the records of.29 selected patients on the longitudinal 
Serc study. Thirteen of the 16 patients completing the doubie- 
blind study, one patient who did not complete the double-blind 
study, and eleven prtients who participated in the longitudinal 
study were interviewed. : 


In my opinion, the data so obtained is sufficiently eiserepant 
from that submitted to NDA 14-241 to invalidate the double-blind 
study. : 


Definitive evidence indicates that this study was not double- 
blind (Case #7207). Dr. Elia's office records indicate that 

6 of the 16 patients completing the study were on an antihistantne 
concomitant with Serc, and an additional patient was on other 


‘major unreported concomitant therapy. In 5 instances the 


patient's evaluation of the severity of his vertigo was at 
great variance with Dr. Elia's reported observations, In 

6 cases the patient's evaluation of the relicf afforded by 
Sere was markedly divergent from Dr. Elia’s almost miraculous 
recorded result. On these bases I feel that we can find reason 
to question the scientific validity of at least 9 of the 13 
cases, completely evalvated. 


Hetr: ELIMINATE WASTE 3 COST REDUCTION PROGRAM 


a as pers 


Exhibit R-3 


DE PA! CTMENT OF TIEALTH, EDUCATION, AND \ WEL FARE 
; FOOD AND DRUG ADMINISTRATION 
WASHINGION, £1.C. 2920s 


Sepiember 27, 1967 


Joseph C. Elia, M.D 
275 Hill Street 
Reno, Neveda 


Dear Dr. Elia: 


Thank you for appearing for the conference of September 18, 1947. We realize 
that this cid cause you some inconvenience. We are happy ‘that you were able 

to explain sctisfastorily why it eppeared that the Sere study was not double blind 
vnene in fact it was. We are not hoopy about the aciministration of the unrerorted 
therapy during the course of the Sere siudy, but nofe the fortunate circumstance 
wherein most of this therap py Was concemitant with » placebo rather then with active 
medication. oe 


We feel that the conference served a useful purpose, and x we 5 not.plan to pursue 
the matter ony further. 


Sincerely = 
se ee 


af. Se LL 


Capote; ye Saney f oS ° 
Herbert L. Ley, Jz., M. v/ 
Director 
Bureau of Medicine 


Exhibit No. R-15 
Page Two of Two 


= 


“Although Dre Elia’s data contain coe rerious dincrepencies, wa 
era unable co cateblich, ex the basis of infomation evailabuic, 
that ho intentlonslly subaitted Calea informaticae © tee 


Car rezopraisal of nig narerug evaltention and this shssy 
Leads us to the ceacluclon Chet. trere ic a lack of “ouvotantisl 
“cvicence" of efficacy of tha Crug. Neeausa the rewninios : 

studles in tha Kod are not uollecoatrollad, ani this stuly Lo 
*-gerlously defictent, the ptaturory .reaudravnts of the Yedcxal 
food, Drug, and Cocaetic dct are not Syl LLLed, Wherefore, ve 

_-2atcad to publich a notice of oppertenity for hearing o2 a ; 
-prepscal to. witidray the approve. of the now drug application. 


Soe oe cis 2 Sincerely yours,. 


See hn ee 
t feting Cesatcaionax of 
“: .° Food and Bruges | 


Uys 
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athe, M0, «ane 
se MJAMIM 3, ROSTNTHAL, MAY, 
dOrite C. CULVET, IOWA 


JOT AL mLATHIK, Bauer, NINETY-FIRST CONGRESS 


Congress of the Guited States 


House of Representatives 
INTERGOVERNMENTAL RELATIONS SUBCOMMITTEE 
OF THE 
COMMITTEE ON GOVERNMENT OPERATIONS 
RAYBURN HOUSE OFFICE BUILDING, ROOM 8372 
WASHINGTON, D.C. 20515 


July 16, 1969 


Ayr. Stuart J, Land 

Arnolc & #orter 

1229 Nineteenth Street, NW. 
Basningtoa, D.C. 20036 


Deur ar, Land: 


Tals is to respond to your lotter requesting copies 
of certain docusests concerning the omg Sere which were inserted 
is the Subcomuittec*s hearing record of Yay 14, Tuese were listed 
in Appendix A attached to your letter, 


A subsequent letter fros your associate, Hr. Bennett, 
inforacd me that 211 excest four of the documents hod been obtaised 
from FDA, Presumably _ at tae time of the initial preebearing 
corfereace, ‘three of these four docuzents (items nunber 1, § and 
1$ of your original list) were referred to during the hearings by 

FIA witnesses wao state¢c thet they coule not be located in the 
files, The Subcomaittee has never had copies of these documents 
and since we save not received thea from FOA subsequent to the 
hearings, presumably they have never been found, 


The fourth ites mentioned in xr, Sees letter 
(item number 11 of your Appendix A) refers to memoranda of telephone 
calls from Rep, Fountain to officials at FDA between June 33, 1987, 
and May 13, 1963, referred to at peje 214 of the transcript, These 
phone calls were not made by Xr, Fountain, but by me, They were 
routine calls to the Cifice of Legislative Services of FLA, which 
ts responsible for handling 211 inquiries from the Subcemaittee, 
esking about the stotus of the Servs matter. I.did act keep any 
separate memoranda of these calis, but I mede notations of the 
‘substance of tho calis on the bottom of Comaissioner Coddard*’s 
Suze 13, 196%, reply to our original letter of Secs & copy is 
enclosed. 


With respect to ycur request for copies of docuzents 
veflecting contacts between officials and employees of FDA and 


ar, Stuart J, Land 
July 16, 1969 
Page 2 - 


members and staff of the Subcomaittce, I an sure you realize that 
you have no right of access to the Subcomuittee’s files, nor is the 
Subconmittce ‘under any obligation to provide such docuzents to you, 
In this particular case, however, I have reviewed the files and, as 
far as I am aware, all docuxonts pertaining to communications 
between the Chairmen and staff ond FDA personnel were inscrted in 
the Subcomaittee’s hearing record, Since the printed hearing record 
is not yet available, { an, as a courtesy, enclosing copies of these 
documents, : : 


‘In conclusicn, I must take issue with the implication 
contained in your letter that the Subcemmittee®s activities nave 
meade it impossible for your client to obtain a fair hearing at FA, 
This Subcommittee has not only the right but also tho responsibility 
to conduct inquiries concerning the manner in which FDA is implemente 
ing the statutory responsibilities entrusted to it by the Congress. 
Be have shown no more interest in the agency*s activities with 
respect to Sere than ary nuzber of other drugs about which wo have 
inquired over the years, Finally, as the enclosed docuzents show, 
we have not expressed any opinions concerning Serc, nor have we 
attempted to influence FDA toward aay particular decision, we have 
merely raised the question of whether or not this crug has met tac 
statutory requirezents for safety and effectivencss. FDA concluded 
that it has not; your cliont apparently fecls that it has. Tho. 
question must now be resolved through the hearing procedure and perhaps 
ultinately in the courts, 


Sincerely, 


Wh 


W. Donald Gray, 
Senior Investigator 


May 23, 1967 


Dr. Janes L. Goddard 

Commissioner of Food and Drugs 

Food and Drug Administration 

Department of Health, Education, and Welfare 
Washington, D.C. 


Dear Dr. Goddard: 


As you are undoubtedly aware, the Medical Letter on 
April 21 published a review of the drug Sere (Betahistine Hydrochloride), 
@asufactured by Unimed, Inc, of ‘orristowm, New Jersey. 


This article contains the following! conclusion: 


“Although the Faod and Orug Administration ig 
required by law to base its approval of new drugs on welle 
ified investigators, there kave 
vials which would permit the 
ne is effective prophylactically 


of peptic ul The safety of 
betahistine ished.” 


In substantiation of this conclusion, the Hedical 
Letter points out thet controlled clinical trials of Serc had been 
undertaken by only one investigator whose Studies, it alleged, “were 
Seriously inadequate.” 


I would be interested in vecsiving your cocments 
concerning the criticisms and conclusion expressed in the Medica) 
Letter article. I would also appreciate it if you would advise ae 
whether FDA is at present re-evaluating the new drug application for 
Sere and whether any possible Change in its status is being contea= 
Plated, : | Sia 


Dr. Jawes L, Goddard _ 
May 25, 1967 
Page 2 = 


In addition, would you kindly provide the Subcommittee 
with a copy of the first quarterly report on experionce with Serc 
since it was approved for the market. 


I would appreciate receiving your reply by Nsy 31. 
With kind regards, I an 


Sincerely, % 


L. H, Fountain, Chairman 
fatergovernmental Relations Subcommittee 
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a6. TH, M ED! c AL late TER 
: ‘on Dr ugs and Therapeutics aes = 


Published by Drug and Therapeutic Information, Inc., 305 East 45th Street, New York, New York 10017 . 
9, No. 8, (Issue 216) April 21, 1967 


BETAHISTINE HYDROCHLORIDE (SERG 
be | FOR MENIERE'S SYNDROME 
: 
« Many different drugs have been used to treat the vertigo and other symptoms 
vof Menicre's syndrome, none with marked success. ‘Now a new drug, betahistine 
Unimed), is offered with the modest claim that itis "an aid 


Symptoms of ver- 
and headache... - Surgical intervention for 
Meniere's syndrome no longer appears to be 
warranted," 7 ees : 
~ .CLINICAL TRIALS - Treatment with repeated and gradually increased subcu-_ 
taneous doses of histamine has-beeh claimed by some clinicians to be effective a- 
£2inst the symptoms of Meniere's syndrome. The new drug is the result of a> 
search for an oral agent having histamine-like effects. The published clinical ey- 
idence for the effectiveness of Serc in the treatment of Meniere's syndrome con-- 
Sists of the study by J. C. Elia cited above, another study by the Same .author (An- 
Biology, 16:464, 196 5) and uncontrolled observations, Though the Elia studies 
were described as "double-blind cross-over," the controls were Seriously inade- 
quate Since in each study similar code designations were used for all drug samples. 
‘with different code designations for all placebo samples. As noted above, Serc was 
reported to be so effective against the symptoms of Meniere's syndrome that sur- 
€ery should no longer be necessary. No side effects were observed in either study, 
though the manufacturer's package insert lists nausea and headache as occasional 
adverse effects of the drug. It is of interest that the same author, following almost 
{dentical procedures, found another drug, Tigacol (Roche), a combination of tri- 
methobenzamide and nicotinyl alcohol, to be highly effective against the Symptoms 
pf Meniere's syndrome (Med. Times, 93:597, 1965). 


ov 


Prof. of Child Health, Albert 
Univ.; Fenton Schauer, 


. of 

'-2.. Clin, Surgery, State Univ. of N.Y. iat Builato, and Director, Rosweit Park 

ial Tnat.; Maewell M. Wiateobe, M.D., Prof. and Mead of Dept. of Med. Univ. of Utah Coll. of Med.: Robert BS Wise, 31.D.. Prof. ard Mead of Dew, 
Hed., Jeflceson Med. Coll.; EXECUTIVE DIRECTOR: Acther Kallet, Copytight © 1967,| Druz and Therapeutic Tatormation, Tae. 
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OTHER THERAPY OF MENIERE'S SYNDROME - Other drugs and treatments} 
used in Meniere's syndrome include diuretics, ammonium chloride, dehydration 
by catharsis and limitation of fluid and salt intake, antihistamines, nicotinic acid 
and vitamin B}2. The effectiveness of these measures has not been established Bp 
controlled trials. In 1957, H. F. Schuknecht (Acta Otolaryng., Suppl. 132, 195 
reported the successful use of streptomycin to destroy the vestibular portion of tig 
auditory nerve in eight patients with disabling Meniere's syndrome. A follow-up 
some years later on four of the original patients showed that vestibular function” 
had not returned, nor had symptoms of Meniere's syndrome (A. Graybicl etal., 
Arch. Otolaryng., 85:156, Feb., 1967). A disadvantage of streptomycin is chat ity 


destroys vestibular function on both sides even when only onc side is affected. § 


gery, sometimes with ultrasound, is gencrally employed when Ene disorder is se 
vere and intractable. 
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CONCLUSION - Although the Food and Drug Admintatration ia raquired by law 
to base its approval of new drugs on well-controlled trials by qualified investiga- 
tors, there have been no well-controlled trials which would permit the conclusion 
that betahistine is effective prophylactically or therapeutically against any symp- 
tom or group of symptoms comprising Meniere's syndrome. The manufacturer 
of Serc cautions about the possibility of causation or exacerbation of peptic ulcer 
with the use of this drug. The safety of betahistine in Pregnancy has not been es- 
tablished, 


DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
FOOD AND DRUG ADMINISTRATION 
WASHINGTON, 0.C. 20204 


JUN 13 1967 


Honorable L. H. Fountain 

Chairman, Subcommittee on 
Intergovernmental Relations 

Committee on Government Operations 

House of Representatives 

Washington, D. C. 20515 


Dear Mr. Fountain: 


This is in reply to your letter of May 23, 1967, regarding the article 
about the drug Sere in the April 21 issue of the Medical Letter. 


The Medical Letter alleges that there have been no well-controlled 
trials which would permit the conclusion that betahistine is effective 
prophylactically or therapeutically against any symptom or group of 
symptoms comprising Meniere's syndrome. In evaluating this NDA, we 
considered that, because of the peculiar nature of the ailment, the 
design of classical, double-blind, control studies of a drug for 
Meniere's syndrome might be most difficult. However, a careful evalu- 
ation of the information submitted convinced our scientists that the 
data indicated that the drug isefficacious in some patients for the 
treatment of the vertigo of Meniere's syndrome. 


The caution against the possibility of causing peptic ulcer is indicated 
on the label, but the incidence of this side effect is extremely low. * 
By weighing the possible good against the possible harmful side effect,, 
we concluded that the drug should be made available. As with many drugs 
the work to date has not been extensive enough to establish safety of >» 
betahistine in pregnancy, neither has it been shown to be harmful in 
that condition. Thus, the caution regarding use in pregnancy is indicat 
for the physicians’ guidance. oe 

v 
When the NDA for Serc was originally submitted, other indications for 
use were also proposed but were not approved. The adequacy of data 6 
including new submissions in support of these other indications for 
use is still under consideration. Also, since the approval of the NDA 
we have looked into the practice of the investigator as mentioned in 
the Medical Letter and the findings of this study are being appraised. , 
Because the entire file is under active review, it is impossible, at 
this time, to predict whether any change in the status of the NDA will 
be made. 


A 


Ir. James L. Godderd 
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May 13, 1968 


& notation in the memorandim of conference indicating that it hed not 
been found in the pationt's file, althouch other materials bed been 
found which substantiated Dr. Elisa's assertion that the patient had 
been involved in a legel proceeding. 


A second erea of discxepancy ccncerned the Rotor that sox 
of Dr. Elia’s potients had teen on enti-histemines at the seme tim 
they were involved in the Sore tests, althoush Dr. Elia's published 
woes and his study rcperts both steted exolicitly that no ocdicaticn | 
other than Sere had bccn edministered. ‘Thore vas disegreemsnt between 
Dr. Elin and the FDA representatives cs to whether enti-hista~inos ars 
effective in the treat=cont of Menicre’s Syndrens end whether their use 
would therefore heve influenced the outcens of Dr. Elid's study. 

Ty. Elia also contended that the use of the anti-histemines did not 
affect the validity of ths study sinco, by chance, only ono paticnt 
bad boon on active Serc end an anti-histsmins simltaneously, the 
reusinder having boan cn placebo and anti-histamine. 


The Septexbor 29, 1957, letter fram Dr. Ley to Dr. Elia indi- 
cates that FDA acccpted his explenstica of the discrepancies and stated 
that FDA did not plan to pursus the matter any further. Would you 
please inform the Subecomittce whether FDA, before accepting Dr. Elisa's 
explenaticns, roquosted ani obtained tha original of ths paticnt's 
medical record which Dr. Elis claired to have copted over by band? If 
80, did the original contain the code desicnstions indicating that 
Dr. Elia did not at the time of his SRS Es 
tion was active Serc and which was pleccdo? 


WoulaloulelsoberresntustwneshonterNtecer temas ne vaneeeriare 
evidence Dr. Elis’s contention that only ene of the patients recoiving 
concurrent anti-histesins therepy was on active Sere end that ths 
remainder were cn placodo. Finally, would you kindly inform us whether 
this contcntion, even if proven to be trust, would clear Dr. Elfa of 
Fea alten tent a pend ae ae et rath 
gations. 


I would appreciate receiving your reply ty ey 20. 


Sincerely, 


Fountain, Chairman 
ie Balations Subcommittee 


WDG:1r 
This letter amen ded by telephone call on a 23, 1Q@6 97 to 
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
FOOD AND ORUG ADMINISTRATION 
WASHINGTON, D.C. 20204 


JUN 18 1968 


Honorable L. H. Fountain 

Chairaa, intergovernuental Relations 
Subcomnt ttee 

Ceazaittee on Govermzent Operations 

House of Representatives 

Washington, D. C. 20515 


Dear Mr. Fountain: 


This ie in response to your letter of May 13, 1968, concerning 
Josoph Elia, M.D., of Reno, Nevada. 


We did not obtain the original office record of the patient 
from Dr. Elia. We acccpted his explanation 
that he had hand copied end decoded the patient's records 
for presentatioa in the court case. The explanation was 
supported by other data, end represeated the only instance 
where this particular discrepancy was evident. : 


Dr. Elia’s contention that oaly one patient receiving Serc was 
on concomitant therapy with the entihistamine prepcratica 
Chlortrimaton (chlorphenirenine) appears to be true. However, 
according to his office records two patients on Sere therapy 
received Osnade, an upper respiratory decongestant which coa- 
tains thie same antihistcains chlorpheniranine in "snensule™ 
form. The three other patients who received Chlortrimaton 
during the course of tha study were oa the Serc placebo during 
the period of antihistemine thorapy. Dr. Elia's paticat 
xecords then indicate that, of the sixteen patients cospleting 
the study, three received chlorpheniranine conceaitent with 
the active Serc preparation and three received chlorpbenirzzine 
concesitant with the Serc placebo. While the patieat records 
do not indicate that duraticn of concomitant Chlortrimaton 
therapy, Dr. Elia has stated that it was for ons week only. 


While we are aware of no substential evidence as to the efficacy 
of entihistamine thorapy in Meniere's disease, its concomitant 
uss in the double blind study of Serc is of concers, as ws 
expressed to Dr. Elia at the conference of Septe—ber 15, 19587, 
and in the follow-up latter of September 29, 1967. 


-2- 


Although Dr. Elia’ 3 data contain sone serious aiecrenenciass we 
axe unable to establish, on the basis of information available, 
that he intentionally submitted false information. 


Gur reappraisal of thie new drug applicaticn and this study 
leadg ua to the conclusion that there is a lack of “substantial 
evidence” of efficacy of the drug. Because the remaining 
studies in the NDA are not woll-controlled, end this study is 
seriously deficient, the statutory requirencnts of the Federal 
Tood, Drug, and Cocactic Act aro not fulfilled. Therefore, we 
intend to publish a notice of opportunity for hearing on a 
propogal to withdrew the approval of the new drug application. 


Sincerely yours, 


J. K. Kirk 
Acting Comni sioner of 
' Food and Drugs 
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5654: DEPARTMENT GF HEALTH, EDUCATION, AND WELFARE 
FOOD AND DRUG ADMINISTRATION 


IN THE MATTER OF 


Sere Tablets | é oe Docket No. FDC-D-111 
° _ NDA 14-241 


The Commissioner of Food and Drugs, having reviewed: 


. (1) Tentative Findings of Fact filed by Hearing Examiner 


William E. Brennan on March 18, 19703. 

. (2) Respondent's exceptions to the Tentative Findings of 
Fact and Order of the eaeine Examiner, filed by counsel for the 
respondent, Unimed, Corporation; 

(3) Theirecora of the hearing; identified as Docket FDC-D-111; 
and acting pursuant to the provisions of the Federal Food, Drug, and 
Cosmetic Act (Sec. 505, 52 Stat. 1052-53, as.amended; 21 U.S.C, 

355) and under authority delegated to him (21 CFR 2.120), finds 

that respondent's exceptions to tentative Findings 1 through 9, 14, 
17, 21 and 24 through 26 should be granted, that exceptions to tenta- 
tive Findings 10, 12, and 19, should be granted, in part, and denied 
in part, and that exceptions ta tentative Findings of Fact 11, 13, ° 
15, 16, 18, 20, 22, and 23, and tentative Conclusions of Law 1, 2; 

3, and 4 should ‘be denied on the ground that these exceptions raise 
os new or material matters of fact or law not adequately considered 
and properly disposed of by the examiner in his tentative findings 
and order, and the evidence of record considered in the light of 


these exceptions does not warrant a different result from that 
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reached by the examiner as set forth in each of the tentative Findings 
and Conclusions excepted to, and for this reason each of them is 


denied. 


RULINGS ON THE EXCEPTIONS TO TENTATIVE FINDIZ "GS _NO.: 
SE 
1-9. Although these Findings are amply supported by the 


record, and respondent did not refute the facts, cite the record to 


apport its exceptions and file substitute Findings as required ey 


21 CFR 130. 25, these > Be are stricken as Sy to support 


the order. 


10. The exception: to Finding 10 is granted in that the Finding 
.is amended at p. 16 to show that an historical control is to be used 


"only where the disease involved has an established irrevocable 


course, [and/or] established constant characteristics, ‘Te. g- la 


disease which has historically p proven fatal [and/or] one in which no i 
SEES fluctuations or remissions ae place.” Exceptions to the 
rest of Finding 10 are denied. “The elements of an ~orestes and well-"~ 
‘controlled clinical investigations as reflected in Finding 10 : are 
‘consistent with the agency regulations [35 F.R. 7250] and are 2 fully 
sappornted by the record. Ne oo - tes 
i. This Finding is ‘supported by the record. Soreove aa 


respondents * exception Seited to comply 21 CFR 130. 25. The exception ; 


a es an 


to’ “this Finding is denied. 


: 22, The exception to ‘Finding 1 2 is granted to ‘the extent ‘that 


che last paragraph of that Finding, exclusive of éitations to the 
record, is deleted. inst far as it goes, respondents" “ exception to 
the discussion on concomitant medication in Finding 22 ‘is well taken. 


Finding 12 will Bee amended to conform to the ‘substantial evidence 
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of record by ‘substituting ea following paragraph for the one deleted? 

All Ronco drug Sees monrae not iN eseeetee 

’ nvalidate a drug study. If the administration of 
concomitant drugs is strictly controlled to negate 
influence on the test results, their use may be 
permissible. The permissible use of. concurrent 
medication necessitates study design and evaluation 
procedure which compensate for or measure possible 
indirect effects of other drugs.. Use of drugs not 
contemplated by the experimental design which might - 
directly influence test results by synergystic or 
antagonistic action, invalidates a patients’ test 
data because it creates a situation in which the 
results obteined cannot be ascribed with scientific 
confidence to the test drug. The impermissible use 
of concurrent drug administration may merely lessen 
the weight of inferences to be drawn from a study’ ‘ 
or ‘render it not adequate and well-controlled depend- 
ing upon the extent to which patieor gata is invali- 
dated. k 


13. The exceptions to ‘Finding 13 are denied. principles 
edenky ine an adequate and Seki contronted investigation are part 
Got the legislative history of Section 505. They were republished 
; in the Federal Register in amended form on May 8, 1970° (35 F.R. 

7250] and are consistent Cee the principles enumerated in ee 
: 10. - 
' 14. Respondent! s exception to Finding a as it relates to the 
word "“experts"' in Section 505 misconstrucs the essence of the Finding, 
* Smproperly argues chaity only clinicians who are ener. in a disease 
. Process, not drug testing, are contemplated by Section 505, and: axis 
“to comply with the requirements of 21 CFR 130. 25. However, the 
Finding = stricken as redundant. ; 


15- 16. Respondent does ‘not dispute the facts ‘stated in 


me ferasenes 15 nn 16. They are , supported by the recor. |The ‘exceptions 


* are Seated aoe 


17. ‘This pinding is , stricken as it is redundant. 
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18. The jexcent sce to this THERES is denied | for the reasons 
stated in respect, to tentative Finding li. It is. frivolous. 
ag 19. this Finding sets forth the deficiencies in the Rubin 

‘sendy. Full information on the aropeouts from this: study was not 
provided BB ‘the NDA (G- “1, Vol. 8, PP. 318- 3403 Ge 1, Vol. 9, PP. 26i- 


‘81; G-1, Vol. 10.2, PP. ‘2-101; G-l, vol. II, PP. 259 300; G-1, 


Vol.. 13.2, PP. 198- 241). “oat ee , 


AS 


Dr. Rabin testified he. chat ienged four patients wees a Srecebe 


to verity his ‘theory on the nature of the ‘drug' 8 tania of action 
(Tr. 1547]. Respondents’ exception will be granted to the extent 
.that the words, "No reason was stated for this change in study design 
nor" are deleted. The following words are substituted: "Dr. Rubin 
stated this change in study design was adopted to verify his theory . 
of the drug; he did not give ..." The rest of oso Ration is amply 
. gupported by the record. , | | ; 
20. Respondent has nisread this Finding, which is amply 
supported by the record. The examiner's erection on patient 
homogeniety did not relate to a etcoe Load es study" as respondent 
states. This aa is fully supported by the record. ‘The excep- 
tton is denied, 

21. - Respondent ‘s exception to the examiner 's , Finding in 
respect to inconsistent treatment periods in Dr. Wolfson’ s study is 
sustained. The data in G-1, Vol. 10.1 and Vol. 13.2 show that 16 

“of 19 patients completed all ane are even ‘though there 
is a lack of Beeemace clinical data for some crest periods. 


Exception to the examiner's Finding of a lack of data in 


"any form for thirteen patients is sustained. Review of the NDA 
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_ Shows almost. no data for these thirteen persons during the time they i 
were on continued eanenteccatton of Serc. The data supplied for 
ehis period is essentially mcrae eco 
‘> . 22, Exceptions to this Finding are denied. RespODGeCe does 
not dispute the fact that eer was randomized among 53 partici- 
panes in the Leach Study, 27 of whom were not included in the final 
report of the investigation. There is ample evidence to show Se 
randomization among this group of 53 patients, some with unconfirmed 


diagnoses, weakened inferences to be drawn from the study. There is 


also substantial evidence that "A-B" codes are not desirable in 


: double-blind studies [Tr. 997-98, 2410, 3902-08, 3947-49]. Respondent 


does not claim that the examiner's Findings in respect to drop-outs 


from the study are not supported by the record. As the Finding 
recites, there is no way of knowing if these patients dropped out 
for reasons related to therapy. 


The Finding is amended in part to show that only one witness 


criticized the two month duration of the study as "too short". 


23. Respondent's exception to this Finding is denied. The 


NDA contains a lack of sufficient data and numerous errors. The 
case histories belatedly submitted at the hearing are cursory and 
ee in clinical detail and medical history. 


24-26. These PRESET are stricken upon the Teroends that they 
v 


_are redundant. Rees 


RULINGS ON EXCEPTIONS TO TENTATIVE CONCLUSIONS 


“14. Exceptions to Conclusions 1-4 are denied. These ‘conclu 
« 


. gions are based upon necessary, relevant Findings amply supported 


9 


“by the record. — a : = . 
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Pursuant to the provisions of the Federal Food, Drug, and 
Cosmetic Act (Sec. 505, 52 Stat. 1052-53, as amended; 21 U.S.C. 355) 
and under authority delegated to hin (21 CER 2. i) the Commissioner 


makes the following Findings of Fact and Order: 


FINDINGS! OF FACT | 

1. The paestion raised in this hearing is vhether this NDA 
contains ' RECESS evidence" that the drug Serc will have the 
effect it ts _represented to have under the conditions of use pre- 
scribed, recommended, or suggested in its labeling. 

The item "substantial evidence", as defined in Section 505(4) 
of the hee (21 U.S.C. 355 (a)2/, meennheroer of efficacy in the a 
of “adequate and well controlled investigations." To determine 
whether this NDA contains the type of evidence required, it is 


necessary to understand the elements of an adequate and well-controlled 


investigation. 


The FDA produced the testimony of a highly qualified medical 


doctor who is a practitioner and professor of clinical pnermacotses 
Dr. willien T. Beaver has designed and conducted approximately two 
dozen “controlled studies." Ke has also evaluated approximately. 
1,500. such studies in his SELES as a member of the editorial 


boards of medical journals concerned Wee the field of clinical pharma- 


ye As used in this subsection and eebseceion (e), the term "sub- 
stantial evidence" means evidence consisting of adequate and 
well-controlled investigations, including clinical investigations, 
by experts qualified by scientific training and experience to 
evaluate the effectiveness of the drug involved, on the basis of 
-which it could fairly and responsibly be concleded by such experts 
that the drug will have the effect it purports or is represented 
to have under the conditions of use prescribed, recommended, or 
suggested in the labeling or proposed labeling thercof. 
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cology and new drugs, as an author of medical articles and review 


articles, and as a member of the National Academy of Science-National 


Research Council's Drug Efficacy Study Panel. ([Tr. 3779-3790; 


. 


¢-22) 2! (pee coe sg ee 
His testimony provides a lucid explanation of the terms 
“adequate and well-controlled poeeecreaetoren as these terms are 
avierscooe by experts in clinical aeeraecs A “controlled" 
study is one which incorporates various Leciees to reduce to 2 
* ginimum the effects of variables, known or unknown, upon the results 
a of the study. The design of a well-controlled drug study is a specialty 
-in the field of medicine and requires the knowledge, skill, and experi- 
ence of a well-qualified clinical pharmacologist, often in aoe 
with a bio-statistician and a specialist in the disease entity in 
which the drug to be studied purports to have an effect. 
The following basic principles are well-recognized and must be 
employed in the aeeten and execution of a “controlled investigation" 
to determine the efficacy of a drug. [Tr. 3803}.2/ 


The design or protocol should contain: 


ee ee 
. 2/ The following abbreviations are used herein: 


’ Bx. A, B, etc.;--exhibits of the presiding examiner in 
evidence. — a Gens . 
G-1, -2, etc. ;--exhibits of the Food and Drug Administration 
. _- in evidence. ts 
* .°R-1, -2, etc. 3--exhibits of the Respondent in evidence. 
> UEr. --pages of the transcript of testimony, arguments, -- 
rulings, etc. compiled during the hearing. . : 
‘ “c : Gr ms 
- 3/ The testimony. of other FDA medical witnesses discussed these 
~ principles in much less detail but fully support these 
principles: See testimony of Doctors Lidd, Ir. 1-344, 806- 
898; Lisook, Tr. 345-640; Smelzer, Tr. 646-804; Chacalos, 
Tr. 900-1186. abe 
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A, Statement. of the purpose of the study. 

: A clear and complete statement of the purposes of the noe 
“Ancluding a statement of the hypotheses to be tested. [Tr. 3803]. 

This is neo to clarify for both the Davescigetpr and anyone re- 
viewing the study precisely that is to be proven by the study. Further- 
more, it is necessary in order to design into the study Eaeroprince 
gtentocts of comparison, controls, and measurements 50 that at the 
conclusion of the study scientifically valid conclusions may be made 
regarding the hypotheses. {tr. 3806]. | 

.B. The study population. 

Provisions for the selection of a Romcpeneceeleactens population 
in relation to the claimed use for the drug under study and a statement 
of the means used to select Se patients in whon choldees is to be 
tested. This includes a definition of the particular disease entity 

“which subjects must have, the criteria of diagnosis of this disease 
en CECE subjects, and | SENSORS for ESTAS or excluding subjects 
in the study. (Tr. 3804). 

The determination of what subjects are to. be included ina 
study is very important. If the patient population -is made highly 
homogeneous by restrictive criteria for inclusion in the study, 
the generalizations which can be made to the overall population are are 
nest ected. Conversely, if the study patient population is too 
broad, patient variations increase, and such a lack of patient homo— 
geneity makes the attainment of earcac answers to the questions 


posed by the study very difficult. [{Tr. 3807-3808]. 


c. Effects to be measured. 


A statement of the particular effects manifested in the test 
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subjects which are to be measured as indices of therapeutic improve- 
ment and a selection of the methods to measure these particular | 
effects. The methods of making these measurements vary, depending 
upon the objective of the study and the effects to be eee 


There are generatsy, two basic methods of meneerenent - objec- 
tive a subjective. Objective measures are measurements such as 
laboratory analysis of body chemicals, cardiographs, etc. Subjective 
measures essentially are the verbal responses patients make to ques- 
tions concerning the alteration of some subjective symptom, i.e., . 
the change CC in pain, anxiety, nausea, dizziness and her 
like. Where subjective 1 measures are co be used it is essential to 
select a scoring system under which a eectenes s werbe? responses to 
questions may be translated into a score which can then be used to 
eetonte the patient's response. [Tr. 3804, 3809-3811]. Reliable 
methods to measure subjective responses have been devised and used 


for SY, wee (Tr. 3927-39291. 


D. Bena ae test cag: 


“A statement of the doses of. the drug which are to be used in 


the UE (Tr. 3804]. 

E. The ‘comparison to be “utilized. : 

oo A statement of the known eearers or standards of comparison 

against which the new drug is to be measured. | 
The type of ORES selected is most important, | as all valid 

therapeutic studies are essentially coapert-tve™ CIEE f upon the 

intended use of the drug to be tested, the standard can be: 


cy the effect of no therapy; 
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2) the effect of a placebo, (the administration of a 
pharmacological inactive tablet or capsule with 
physical characteristics, identical to test drug); 

: 

3) the effect of a proven known medication, i.e., 
“active drug"; 5 

4) the effect of a proven, known procedure such as. 
surgery, diet, etc.; and = 

5) a historical standard, i. e., past, known <xpertence 
based upon Se medical knowledge « or upon a 
previously studied group of patients.’ 


An historical standard of comparison is an acceptable standard 


in a controlled study to test the efficacy of a drug, only where the 
ae 
‘disease involved has an established irrevocable course, and/or 


— = - 
corer ened constant characteristics, €.g., a SEEXS which has 


historically proven fatal and/or one in which no spontaneous fluctua~ 


. 


tions or remissions take place. 
Lo In disease conditions which follow a variable or unpredictable 
course, where the course of the disease may be influenced by suggestion, 
_ OF in situations pebexe the effect being measured depends upon the 
; subjective response of ‘the ores historical standards of compari- 
“gon (historical controls) are not accepted as yielding scent Eetcerty, 
valid results. (tr. 3804, 3813-3829, 3833-35, 3964-68]. 
F. Randomization ‘and stratification. ~——— = Se Se 
A statement of the randomization method co be used in assigning 


subjects. to the various treatment groups comprising the study in 


order to minimize "bias", eee Ue = ee 


To accurately conclude that a statistically significant differ- 
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ence between the results observed in the test group compared to the © 


‘control group is due to the test drug and not to bias, it is essential 


to balance ans effects which may be caused by known or unknown . 
variables. One eecenced method to accomplish this is to randomize 

the assignment of patients to the treatment groups and to randonize 
test medications to patients within oe comprising the study, 
i.e. the assignment of patients and/or treatments according to the 
‘laws of chance. Because statistical tests are designed to determine 
if the preereed effects are due to chance or to drug effect, it is 
necessary that patient assignment to treatment groups and treatment 

to patients be randomized at the outset of the study. Where are: 
zation is not employed, no valid scientific conclusions can be drawn 
concerning statistically Ses © Cea Row between comparison 


a 


_ groups. : 
te a yarisble is known or aeeeced of having an effect on the 
study results, the additional ceca of stratification of patients 
to the groups comprising the study can be used. This technique is 
designed to allot patients with the same or similar known variables 
as equally as possible to the comparison groups within the study, so 
Seas the effect of this variable upon Ene total test results are 
balanced as nearly « as possible. (Tr. 3804, 3836-56, 3870-781 
G. Blinding techniques. oe Oh 
ae A statement of the measures to be employed to avoit/oies in 
the assessment and recordation of results observed during the corse 
_of the study, ries employment of a single-blind or double-blind 
technique. . 


—— 


‘Ina single-blind study the Peeves does not know and cannot 
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"reasonably ascertain whether he is receiving the test drug or compari- 
son therapy. In a double-blind study neither the patient nor the © 
Savestigator knows or can “reasonably ascertain which} medication is 
being given the patient. Blinding techniques minimize, as much as 
: possible, bias resulting from either conscious or subconscious expecta- 
tions on the part of the patient or investigator that the test 
i drug ‘will have beneficial effects. Double-blinding : is aay 

os an study in which these expectations could reasonably be 

expected to influence patient response or the eviuation of patient 
data. 
Blinding is accomplished by coding the test and comparison 
drugs in such a manner that the patient and investigator cannot 
reasonably ascertain which treatment is being adninistered. The 
“use of consistent code identifications such as Drug A and Drug B, 

or Drug 1 and Drug 2, can produce what is known as a: “palo” effect; 
‘fee., although neither the patient nor investigator = be certain 
whether "A" or "B" is the test drug or placebo, suspicions and atti- 
: tudes develop which definitely affect patient responses and the inter- 
' pretation of results. Accordingly, it is well recognized that a con- 
sistent code identification of treatments is not a valid method of 


coding, and that treatments should be mendouly identified so that 


there is no correlation among the ECE BHI assigned to individual 


treatments. 


H. Study records. See ees 


A Stacement of the means to be employed in the collection and 


recordation ‘of the data to be generated by the drug study. Adequate 


meee must be designed ‘and followed so that this data may be reviewed 


° 


“J. Measures of sensitivity. 
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by interested persons other than the investigator and reasoned sotg— 


ments made as: to the quality of the study. {Tr. 3805]. 


I. Control of matters extraneous to study. 


A statement of what measures are to be followed during the 


course of the study to control factors which are extraneous to the 


study, i.e., the administration of concomitant medication and the ~ 


like. [Tr. 3805]. 


A statement of what measures of sensitivity are to be incorpor- 


ated into the study to assure that the ey is ceretre of measuring 


—_—- -- ee er 


the particular effects sought t to be mere [tr. 3805}. - 


K. Statistical evaluation. _ . 

A statement of what statistical procedures are to be applied 
to the data generated by the study. {Tr. 3804-05, 3787-88]. 

L. Conclusions to be drawn from the study. 

At the conclusion of the study a determination must be made as 
to what types of generalizations and conclusions may be validly drawn 
from the scody in view of the Besten of the study and the manner in 
which it was conducted. ([Tr. 3806]. : 

On September 19, 1969, the FDA published eee eR regula- 
tions articulating the elements of "adequate and well-controlled 
investigations". (34 F.R. 14596). In The Upjohn Co. v. Finch, 

Secretary, et al., 422 F.2d 944 (C.A. 6, 1970) the substance of the 
regulations | was held to be ‘a correct elucidation of the statutory 
requirement of "substantial evidence". “The regulations were sub- 
sequently republished én amended form on May 8, 1970 (35 F.R.- 7250). 


The principles as noted by Dr. Beaver and as published in the FDA 


‘regulations are consistent. 

2. Sere is recommended in its approved labeling, we. as 

“an aid for reducing the frequency of episodes of vertigo associated 
with Meniere's Syndrome in SEEES patients with a high SERS 
of vertiginous episodes.” (1, Vol. 11, p. 38). Meniere's disease, 
or Meniere's Syndrome, is a non-life threatening condition characters 

‘ized by a triad Of symptoms: vertigo, hearing loss, and tinnitus. 

* These symptoms may be accompanied by nausea, vomiting and a sensa- 
Stoner fullness in the inner ear. There is no consensus as to the 
cause or causes of this Condsctont This coniieion A known to follow 

. an CEPR EEES and variable course ‘during which the symptoms may 


reappear and worsen for unpredictable periods of tine, and in some 


subjects, ultimately surgery is required for relief. 


The Symp ron for which Sere is eccnmended is Wiehe vertigo 


o.- 


associated ‘with this condition. Vertigo is essentially an hallucina- 
tion of motion, the subjective sensation of a patient turning or 
_ being disoriented within his environment or of the environment moving 
about himself. The vertigo-associated with this condition is charac- 
terized as unpredictable and variable in relation to frequency, 
severity, and duration of such attacks. The therapeutic effect of 
any drug upon vertigo is essentially measured by an evaluation of 
the POSSESS verbal, subjective responses. [Tr. 5 55-57, 291, 916, 7 
927, 1093, 1102, 1112-1114, 1179, 2000-2001, 2300, 2381, 2739-2743, 
SAT 3165-3166, SEN oo 3768, 3801-3803]. 
oe Due to the vertabiaiey na unpredictability of the vertigo 


associated with Meniere's disesse, and the fact that the accepted 


method of measuring this vertigo is by the evaluation of the sub- 
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jective responses of the patients, any clinical study to establish 
the efficacy of Sere in reducing this vertigo es in order to 
qualify as an CSG and well-controlled investigation, incorporate 
the principles set forth in Finding 1, supra. 

The proper comparison against which any effect of Sere may be 
measured ig a placebo. An historical comparison is of little or 10 
value because this disease does not run an essentially predictable 


course and because the therapeutic effect of Serc upon vertigo can 


be ascertained only by evaluating subjective responses of test sub- 


jects. The no therapy comparison is not, valid for it does not account 


for placebo reactions. The proven known medication comparison (active 
drug comparison) cannot be used because there is no generally accepted 
effective drug therapy for reducing vertigo in Meniere's disease. 


. Randomization of subjects to various treatment groups in the 


study and of treatments to individual patients must be employed. 
Because of the variability in the severity of vertigo found in the 


general Meniere's population, stratification may be desirable. 


Double-blind techniques are necessary because any conclusion 
that Serc is efficacious in reducing vertigo associated with Meniere's 
disease depends upon chedevatoncton of the test subjects’ subjective 
Pesvorses by the clinical investigator. A system of coding Serc 
“and placebo ina non-consistent manner to avoid the "halo" effect 
— to preserve the integrity of the blind technique is ecoentiate 

The record Biioas oe the administration of concomitant drug 
_ therapy during studies here involved was pmacceptaDte: All concomi- 

_ tant drug therapy would not mecesear sty invalidate a drug study. If a 


‘the administration of concomitant cae is strictly controlled to 
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negate influence on Sen test eee their use may be permissinle~ , 
the permissive use of concurrent medication necessitates a study 
design and evaluation procedure wanes conpensate for ‘or measure 
Possible indirect effects of other drugs. Use of ees not t conten 
“plated ‘by the experimental aeetene which BeGse atrectly influence 
test results by synergistic or REGIE action, invalidates a rae 
patient’ s ‘test ‘data because it creates a situation in vnich the . 
results obtained cannot be ascribed with scientific confidence Scot 
“the ¢ test drug. The impermissible. use of concurrent drug adninistra- 
tion 1 may nerely lessen the weight of inferences to be drayn from a 
‘study or render it ‘not adequate and well-controlled aepending upon 


the extent to which | patient data is invalidated. ir, 37-40; 59; 6335 


65; 82; 763-64; 832-333 835; 854-563 8645 886; 906; 924-255 936-375 


971; 1127-39; 3803-095 3813-18; 3821-393 3833-40; 3846-51; 3854-595 — 


3872-795 3886-875 3899-3900; 38113 3616; 4034- 395 "4047-40511. Se Ses 
ge This NDA was’ “approved by FDA on Novenber 7 1966. i. aa 
Vol. 11, P- ‘110; tr. 328-48). Approximately four months after approval, 
“dies validity of one ‘clinical investigation, which the Agency had con— 
‘sidered necessary to conclude that this NDA conformed to the” “substan- 
‘ tial evidence” Fequirenent of the- “heey ¢ came * under question. ire. ae 


321, 339[. "This study was conducted by ‘Joseph C. ‘Elia, M. D.; of Reno,’ 
Nevada. . (G-1, Vol. 7, pp- 45, 88-206; Vol. 8, pp. 150-278). It was 
so-called "double-blind", "cross-over" controlled study of nineteen 
patients with Meniere's disease. : : 5 

An investigation of this study was eee, by EDA personnel 
during April-and May of 1967, which revealed that six out of the 


sixteen patients who completed this study had, during the time of the 
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study, received concomitant antihistamine therapy. Two additional 
patients were taking other concomitant drug therapy during the study 
which was not reported by the clinical investigator. In five instances, 
the patients’ evaluation of the eereriey of their vertigo was at signifi- 
cant variance with the severity reported by the investigator. In six 
patients, the degree of relief experienced on Serc was markedly differ- 
‘ent than that reported by the investigator. It was also ascertained ” 
that the code in this purported "double-blind" study had been Broken 
during its course. Because consistent identification was used (Sere 
was coded "A" and "os placebo "B" and “D"), the investigator knew 
*or could have known which therapy was Serc and which placebo. Based 
. upon these Findings, FDA concluded that the study was not an “adequate 
and well-controlled investigation" within the meaning of Section 505(d) 
of the Act. Proceedings were initiated to withdraw the approval of 

‘the NDA. (G1, Vol. 11, p. 110; Tr. 328-344; G-2, G-5; Tr. 363). 


At the hearing, Doctor Lisook, "who conducted the FDA investi- 


gation testified as to ‘his Findings. 
The FDA also produced the _testimony of one of its medical 

officers, Doctor Smelzer, a physician with extensive experience in : 

evaluating datelcecetved by FDA for inclusion in new drug applica- 

tions after initial approval of the application had been men 

In her official capacity, she has reviewed 250- to 300 such submissions, 


which included the review of approximately 50 clinical drug studies. 


Doctor Smelzer examined the protocols for the study conducted 


by Doctor Elia. One protocol was submitted to FDA by the respondent 


on September 17, 1965. (G-1, Vol. 8, p. 152). The other, a more 


complete protocol, is set forth in an article written by Doctor Elia 
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detailing the results of this study, published in the Journal of the 


| 
American Medical Association dated April 11, 1966 (Vol. 196, No. 2 


pp. 173-175). (G-1, Vol. 9, pp. 31-33). 
The protocol appearing in the journal article sets , forth ‘the 
following criteria, which was reportedly followed in the 1965 study: 


J.) The study consisted of 20 cases of Meniere' s 
Syndrome. Patients were included in the study 
based upon the criteria "that the patient had 
been suffering from intractable vertigo for at 
least four months." . | 


The patients were "to continue therapy. for eight 
. weeks and be examined every 14 days," and the 
‘Statement made that "gach patient was examined 


2+ each 14 days during the study." 


“All medications were discontinued 14 isis prior 
to the patients being included in the study=~ 


4) "No medication other than betahistine hydrochloride 


or placebo was taken by the patient during the 
period of this study." . 


5) A description of the code used, the tetrets man 
and "C", designating Serc, and the letters "B" and 
"p", setemeie placebo, the order of administra- 
, tion of either Serc or placebo was given, and the 
statement made, "The code was not broken until the 


final draft of this report was prepared." (G-1, 
Vol. 9, p. 32). : 


Comparison of these protocols, and statements contained oe 
in, “with this investigator's data Souccos very establishes that this. 


study_is not an adequate and well-controlled clinical investigation 


and, SOF ESCES that the NDA does contain untrue statenents of material 


facts. ; ae se Se Sees | =: 
There = notactons lon Dol EEE. records. indicating that this 
study was not "double-blind" as it was reported to be in the pape renes 
article and in the September 1965" submission to the NDA. Dr. Elia, 


prior to beginning this study, conducted another study using Serc 
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and a placebo. The test medications in the prior study were coded 
with consistent letter identifications identical with the code used 
in this study. 

The code of the prior study was broken, and the results of 
that. study were published by Doctor Elia in a medical journal entitled, 
"Angiology". in August of 1965. (G-1, Vol. 8, pp. 279-285). Thus, the 
results of this prior study were known to Doctor Elia prior to, or 
at least during, the period when this study was conducted. 

Additionally, the manufacturer's code number on the bottles 
of both Sere and placebo, in both studies, were identical as to the 
first three digits’ (Sere code No. 1l1-—; placebo code No. 119——). 
‘Furthermore,’ three patients in this study were also patients in the 
prior study (Patients numbered 4953-A, 7223 and 9846). The results 
of Serc in these three patients had been evaluated prior to the 1965 


study. Based upon these facts, it is reasonable to conclude that the 


‘elinical investigator knew, or could have known, which treatment in 


this study was Serc and which was placebo. Thus, this study was not 


"goyble-blind" as reported. 

The summary pheets and office records personally prepared by 
Dr. Elia are incomplete and poorly recorded (much of the writing is 
illegible) ; hesrgen they clearly establish that in all sixteen patients 
reported on, the periods between nore by the clinical investi- 
gator varied widely from 4 days in patient No. 9564 to 24 days in 
patients No. 3469-8 and 7223. Not one of these sixteen patients was 
examined every eocrreen days See the study period of sixteen 
weeks as Dr. Elia claimed. 


_ ‘These records further establish that at least eight patients 
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received drugs during the period of this study other than Serc or 
placebo. (See G-2, data sheets” for patients numbered 1913(a), 2154, 


7223, 9564, 10562, 10563, 10568). 

These untrue statements are of material facts. The true state 
of facts disqualifies this Study as an “adequate padiretiocencr asa 
investigation" under the Act. The great and consistent variation in 
the periods within which the patients were examined and given a supply 
of the drug treatments makes this study poorly controlled and renders 
impossible any valid comparison of the patients’ treatment periods. 
The administration of drugs, other than Sere or placebo, to almost 50 
percent of the patients completely invalidates this study “as an 
edequare and well-controlled investigation". Concomitant therapy may 
affect se physiological action of either Sere or placebo in patients, 
rendertne impossible any valid conclusions concerning any effects 
noted in patients receiving concomitant cone 

At the conclusion of this hearing, the applicant abandoned its 
reliance 1 upon any clinical investigations conducted by Doctor Elia. 
‘(See R-36). (G-2, pp:.23-210; patients numbered 488, 1913-A, 2154, 
3469-B, 4107, 4953-A, 7207, 7223, 9130-B, 9564, 9846, 10197-A, 10546, 
"10562, 10563, 10568; Tr. 345-639; 649-765; 1206-1418), 


~a--5 “Ss Gh August 5, 1968, the applicant submitted the results of 


a study on dogs, conducted by William Kubicek, Ph.D. This study 
purports to show that betahistine hydrochloride when injected intra~- 
venously in dogs isa vaso-dilator, which increases ‘the flow of 
blood into the labrinthine arteries as well as the basilar artery. 
“Although Doctor Kubicek testitied that he would expect the 


pharmacological action of Sere to be the same in humans as in dogs 


432 


‘based -upon general physiological knowledge, these laboratory experi- 


ments do not establish this conclusion. 

I£ Serc does alter the mechanism of Meniere's aeeease ana 
reduce vertigo by improving the ecreatatton aithin the human labyr- 
inth, adequate and well-controlled clinical investigations employing 
necessary comparisons and controls are necessary to confirm this 


theory in humans. The efficacy of Serc in humans with Meniere's 


disease is not demonstrated by this animal experiment. (R-36, 36A; 
G-1, Vol. 15.1, pp. 162-177; Vol. 16.1, pp. 288-324 ; Vol. 17.2, 
pp- 154-158; Tr. 2247-2272, 934-935, 2126-2136, 3918-3920). 

€. The applicant submitted on a number of occasions data 
accumulated ‘by Wallace Rubin, M.D., a board certified otolaryngolo- 
gist. (G-1, Vol. 8, pp. 318-340; Vol. 9, pp. 261-281; Vol. 10.2, 

"pp. 2-101; Vol. 11, pp. 259-300; Vol. 13.2, pp. 198-241). 

This data on 21 patients is denominated by the applicant as 
a “longitudinal study" employing an historical’ control. The historical 
control is the patient's past history of episodes of vertigo used as 
a "base Line" against which the patients’ experience’ on Sere during . 

” the study period is compared. Dr. Rubin measured patient experience 
by discussion with patients and by evaluating any relationship 
between changes in the pet reo nystagmus (involuntary eye movements) »_ 
as recorded by an electronystaguogram (ENG), and vertigo. 

The data shows that this investigator, started with ‘eight 
Meniere's patients who were ‘treated with Serc. == time went on 
additional Recents and additional Berinds of treatment to patients 
already under treatment were added until data on SONS patients 


“was accumulated. This "Longitudinal study" does not differ signifi- 
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cantly from competent patient treatment from which a clinical impres- 


sion can be deduced, 
From its inception, this study did not have a well thought 
out, consistent protocol, employing acceptable comparisons or controls. 
Dr. Rubin's "historical control" is not an acceptable control. Patients 
with vertigo associated with Meniere's disease experience both spon- 
taneous remissions and increases of their episodes of vertigo for | 
unpredictable periods of time. A patient's past. history of episodes 
of werctge is an unreliable "base line" and cannot be used to accur- 
ately predict the future frequency of ere of such ono: 
Gee Findings No. 1, 2, and 3). : 
The technique of electronystagmographyis still in its infancy. 
A wide variety of factors can influence the ENG readings which are 
ultimately subjected to evaluation. It is not a precise science. 
Moreover, insufficient data was presented to establish that an Ao 
ation in a patients ENG recordings correlated with any change in — 
wercige caused by Meniere's disease. = 
Four patients did receive a placebo for part of their treat 
ment period. This represents a change in the design of the study. 
Dr. Rubin stated this change in study design was adopted to verify 
his theory of the drug; he did macierptarn how = patients were 
“selected to receive a acto ; Re : 
; Doctor Rubin testified that Sere was effective in eight and 
ineffective in three out of the twenty-one patients. He excluded 
for his evaluation nine patients not treated for at least six aa 


a criteria ‘he believes necessary. Full information on the nine 


patients who dropped out of the study is not set forth either in the 
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NDA or the witness’ testimony. It is posetoxe ‘that some or all of © 
these nine patients left because they were not improved with Serc 
and would, thus, represent additional unimproved patients taking 
‘Sere, - aaa tee 

; No valid statistical pnatyeisioe this study is possible be- 
Sceusenrcs design ten ot permit such analysis, i.e., no randomization 
= employed.| Further, no blind techniques nor consistent placebo 
‘controls were enployed. . sor ; : 

-- z It se charetore concluded that ‘the data accra tated - this 
Mneeertencor does not qualify as an adequate and well-controlled 
clinical investigation from which valid scientific conclusions con- 
cerning the efficacy of Sere in treating high frequency vertigo 
eesccreed with Meniere’ s disease can be eran {Tr. 113-130, 867, 
868, 3969- 3977, 1545-1556, 3685-3737; G-l, Vol. 8, pp. 318-3405 
Vol. 9, pp. 261-281; Vol. 10.2, pp. 2-101; Vol. ll, pp. 259-300; 
¥ol. 13.2, pp. 198-241). ; 0 ae 

7. The applicant periodically CRESESE data accumulated by 
Ze Zz Godlowski, M.D. This Gace: purports to So two “studies, 
‘a double-blind cross-over. study -enploying Serc and a placebo on 
fifteen patients G-1, Vol. 3, pp. “112-157, PP- 342-369; Vol. 8, 
Pe 294-3173 Vol. 11, p. 186, pp. 303-318; Vol. 13.2, pp. 2-193 
vol. 17.2, PP- 79-100) and a longitudinal study on the same ‘Eifteen 
patients rom periods of one to forty-six months. (6-1, Vol. ll, 
p- 186, Pp. 303-318; Vol. 13. 2, he 2-19; Vol. 17. 2, PP- 79-100). 

- - The protocol ‘fon the “double-blind” study states that the Be: 


peer tinaeion was conducted on patients with Sie conditions? 


@ Meniere’ s syndrome, @) cerebral arteriosclerotic syndrone,- and — 
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G) migraine- samen patients, some diagnosed as suffering from 
Meniere's disease, ‘some aieenoses as bers another disease condition, 
and others diagnosed as penerane Meniere’ s disease plus additional 
disease Condievons were GAS ‘Sere and placebo over four ‘treatment 
periods of one week SESE The  aiiighation was given in the following . 
order: oe Serc, placebo, sere.” 7 Sie. 

This SEY suffers ‘from sunerous inadequacies in both design 
ind execution. The patient population was not “homogenous Because 2 
non-Meniere’ s ; patients were included. ne the conclusion of the study, 
the: overseen org deleted ‘data on five of ‘the twenty patients because i 
these five patients aia not suffer vertigo ses Ocr aes vith Meniere Se 
disease. This attempt to arrive at a “onogenous, Meniere’ Ss. population | 
ta an’ ex post facto Ronin os is “unacceptable (See Finding ne ‘Eleven | 
of the fifteen patients received medication coficonitan with ‘sere 


and placebo during the four week study period, TESS ie ‘impossible 


to draw ‘any valid scientific inferences concerning the efficacy of” 


_. ewe che ed 


Sere free this data. 
" Examination of the protocol raises serious questions as to 
necners if it was followed, the study could be "double-blind", 

_ (See para. 3, p. 295, Vol. 8 of G-1). eevee the code used 

to identify Sere and placebo was the consistent letters "A" and "BN", 
This type of coding is unacceptable. in a well designed "double-blind" 
Eenvestigattonse The eats sheets also reveal that the stated protocol 
was not followed in assigning treatment to > patients. This lack of 


“andonization and failure to follow $2 mrococo? is sufficient in 


‘itself to invalidate the results of the study. 


These fifteen’ patients were continued on Serc following the 
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. 


Soar week study for additional treatment periods, that is "7 ongi- 
tudinally". This data penne be considered as eniedeqmace and ae 
controlled Anvestigation. Tt represents nothing eee than patient ae 

“treatment with Serc in a scientifically uncontrolled fashion. No 3 

“acceptable « controls or comparisons were used. The dosages of Serc ch 

Soret care given varied in some Dacienter Moreover, concomitant 
medication was administered to a majority of the patients. 5; 

Based upon the deficiencies in design and execution che studies 
‘of this snvestigator, taken either individually or in total, aol mot 
qualify as an adequate and well-controlled snvestigation eithin the = 
meaning of Section 505(d)_ of the Act, and no valid scientific con- 

"clusions can be sr eare from this data ‘concerning the ‘efficacy “of ‘Sere 3 
in reducing high Frequency vertigo associated with Meniere’ s ‘disease.. 

ae. 66-110, 834-837, eS 3145-1148, PRES 3716-3711, -3940- 

39445 G-l1, Vol. 3, PP ‘342-369 and PP+ 112-1573 ‘Vol. 5, P- i, »P- 158- 
180; Vol. Ties PP 18-403 Vol. 8, PP. 294 - 317; Vol. ay Pp. 186, Pe 303- 

318; Vol. 13, 25. PP. 2-19; ‘VoL. a. 2, PP 79-106): sees x aie 


. 


8. “The applicant also relies upon data- of Robert Wolfson, 


“D., a board certified otolaryngologist. _ @2). This data is. as 


aco eseaceds to be two ‘studies, a double-blind, cross-over con 
“Gnvolving 1 receen patients with Neniere' s disease (G-1, Vol. 10.1, 
‘pp. 4-149; Vol. 13.2, PP- NY and a continuation of some of 
these patients on a ES study. (G-1, Vol. n, pp. 197-214; 
Vol. 13.2, PP- 242-417). Neither study can be considered as an 
“adequate and well-controlled investigation. | 


The "double-blind" study was divided into on two-week 


_ treatment periods. ‘Patients were cance’ on either Sere or placebo. 
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. Ce two weeks, the POSSESS were crossed over to the alternate 
' treatment for the next two weeks, after which they vere crossed 
occ to the original treatment . for two weeks and finally ececeds 
-over again to the alternate rescment for the last tio-week period. 
Sixteen of the nineteen patients completed all four treatment periods. 
For some pattente the as submitted does not contain suffi- 
_ lent eacommarton to eee a pres ye base-line frequency of ; 


“wertigo adequate for this study; the base-line frequency was established 


- for these patients during one a two) Secs period before the study 


which was conducted over eight weeks. : - 

Only semi-randomization of treatment. to patients was camlgnad 
After the initial eran y was randoaly selected, cach patient SETS 
a consistent pattern fon ‘therapy for the duration of | the study. 
Complete mandomieatton requires that therapy for all treatnent periods 
be chosen by the aan of chance, thus eliminating consistent patterns. 

_ Although this study was Fepresented both in the 28s and in the 
atece testimony of Dr. tiol£son to ‘be a “double-blind” study [Tr 
"1907, 1910, 2420, 2429- 2635, 2492) cross. exanination of ‘the witness. 
developed the. fact that the study was not . "gouble blind". According a 
“to the data in the NDA, the study, vegan. on Septenber Te 1965 and was 
“completed on April 24, 1966. (tr. 2458). _However, on January, a 
"1966, Doctor Wolfson wrote a letter to ae company Ca, Nol. 8 $ se 
Ess 284), stating, "Enclosed you will ‘find a Summary and evaluation 


“of the double-blind study using: Sexe > ante with Meniere* 's 
disease”. sie = Se ean 
on February 15, 1966, Doctor Wolfson again wrote Unimed 


a letter in which he stated, "The data thus far obtained and analyzed 
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on these patients showed that seven of the ten patients with true 
“Meniere's disease obtained a good clinical effect while on Serc". 
(C-1, Vol. 9, p. 285). In order to evaluate ‘the effect of Serc 

in these ten pemtences the code of this "double-blind" study had to 
be broken by the investigator. (see ae Vol. 10.1, p. 14). There~ | 
after,. the study was not double-blind, as a consistent code identifi- 
cation system (A, B, C, D) was used during the entire Aer. Dr. 
Wolfson was -unable to explain this inconsistency. {Tr.: 2458-2474]. 

oe This deficiency in this study is sufficient, standing alone, 
to invalidate this investigation. 

* The “Longitudinal” investigation on certain pactonts continued 

on Serc therapy did not employ any controls other Son an inappropriate 
historical control. This uncontrolled treatment does not qualify as 


an adequate oar iinet clinical investigation. The informa- 


tion submitted on these thirteen patients for the period of the 


longitudinal treatment consists almost solely of the investigator's 


__ statements; no meaningful clinical data was submitted. 

; . Because of the deficiencies in the design and execution of 

Dr. Wolfson" s investigations, this material taken as individual 
studies or in its totality does not qualify as adequate and well- i 

"controlled clinical investigations demonstrating iene efficacy of Sere 

2 in reducing: high frequency of werttse associated with Meniere' s 

- eee ‘[Tr. 135-169, 857-860, 868-875, 3922-3939, 1555-1562, 1907- 

1974, 2420-2554; G-1, Vol. 9, PP- 47-54, 282-354; Vol. 10.1, pp. b— 
1493 Vol. 11, pp. 198-214; Vol. 13.2, pp. 242-417 5 Vol. 16.4, PP. 5 


“252-2571. a cee eo poe 


-9. The protocol for the uvestigecton of. Wilfred Leach, M. Des 
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stated that it was to be an investigation “of the effect of Serc 


(betahistine hydrochloride) on.100 patients with vertigo and tinnitus 


ee. the episodic vertigo characteristic of Meniere's disease is to 
be assessed separately". There were to be three one-month study 
periods - a Serc period, a placebo period, and a final period of no 
treatment. (Vol, 17.1, p. 218). Approximately half-way through 

the study, Dr. Leach re-evaluated the protocol and deleted ‘the third, 


or no-treatment, period because patients were not returning at the 
: I : 
end of that period. 


Fifty-three patients participated in the ohare The 
study ts represented as a double-blind cross-over investigation 
‘employing a placebo control. Each patient was assigned either placebo 
er Sere in random fashion pursuant to a chart supplied by Unimed. 
(This chart was not submitted by Unimed as part of the data for the 


study.) After the first month, patients were given the other treat 


ment for one month. =: ere es ipo ore = 


“At the ree of this sceaye after the code had been broken 


and after an evaluation of the results of these 53 patients, this 


investigator deleted 27 of SES 53 patients from this study for the 


following stated reasons: oe 


1) the results obtained from thirteen patients were 
excluded from the study because they did not have 
Meniere's disease; 2 Se ke “omen 

2) the results obtained from fourteen patients were 

excluded from the study because these patients 

» dropped out of the study at various stages, seven 
dropped out, i.e., did not return as scheduled at 
the end of the first treatment period with Serc, 
six dropped out at the end of the first treatment 
period with placebo, and one dropped ‘out at the 
end of the second treatment period. 
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2 No effort was made by this investigator to ascertain the reasons 


why these fourteen patients dropped out of this min. [Tr. 2412]. 
Dr. Leach's diagnosis of Meniere's disease, in a number of 

patients, was confirmed only after these patients had been on this 

study for various periods of time. tt was only after the study was 


terminated, the code broken, and the results analyzed, that the 
investigator in an ex post facto manner concluded how many patients 
would be included in the zepore of the study to FDA. 

The lack of a pemerenctst patient population at the beginning 
of the study seriously weakens the investigator's attempt to ran- 
domize treatments to patients. The elimination of non-Meniere's 
patients at the conclusion of the study is not a scientifically 
acceptable | method of arriving at a homogenous paticnt population. 

Approximately ten of the twenty-six patients received con-. 
comitarit drug therapy during the course of the study. The data pre- 
parced revealed, additionally, that the Cnesmonchs treatment periods 
were not rigorously adhered to for all pationts, One witness was of 
the opinion that the duration of the study was too short to support 
valid conc bas toes about Serc's effectiveness . in view of the variability 
of Meniere' s disease. ee ae 7 vine es 

The investigator’ s use of consistent code Pemereteetions of 
"a" and "B" for Serc aad placebo ts not an acceptable method of coding 
ares in a double-blind study. Certain notes on the investigator's | 
records indicated that.the code may have broken; however, Dr. Leach 
testified that he was aeare of the meaning of .the code and that 


‘the: notes in question were the result of typing errors. 


this study did not, in addition to a ee of adequate a 


441 


actons employ ecratiticetion procedures whereby patients man eese ine 
significantly different potcerns oe frequency and severity of ooo 
would be allocated to different treatment groups in equal ratios. 
Because of this lack of stratification the crecieacy and severity 

of vertigo in the group started on placebo was substantially different 
from that of the group starting | on Sere. Frequency and severity of 
vertigo are factors which could influence the results of this study. 
Proper experimental design necessitates ‘the whee distribution of 


hess variables ‘to eliminate the strong possibility of biased results. 


Due to the serious deficiencies in the OEE and execution 
of this study it cannot be considered as an adequate and Sls 
controlled clinical investigation to determine S25 efficacy, of SORE 
for its recommended uses. [Tr. 988-1038; 1040-1081; 1158- 1186; 
3852-3883; 3901-3910; 3946-3950; 4042-4046; 2288-2415; G-1, Vol, 


17.1, pp. 90, 214-408; R-32]. 


9. Four studies conducted by Doctor Bertrand were submitted 


to the FDA. Each of these studies can be described as follows: 

Study I, Ten normal subjects were tested by ENG to measure 
their labyrinthian functions. These subjects were given Serc for 
a period of time, an ENG tracing was made, and then they were admin- 
istered a placebo, with a repeat of the ENG test. The stated purpose 
of this study was to determine if Sere, as compared to a placebo, 
had a depressant effect on the labyrinthian function of ‘normal sub- 
jects in terms of suppressing induced nystageus. Sere ata not 
depress labyrinthian function. The investigator concluded that 


. Sere was not a depressant drug, but one which altered the SDC LORL NS 


of the labyrinth in-a non-depressant fashion, i.e., it altered its 
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i mechanism: " (See G-1, Vol. 17.1, P- 139). 

Study IL. uES second study was similar to Study I except 
that it is perenenced that the ten subjects used had Meniere's 
disease. Each patient was given Serc or placebo for one month efter 
which ENG. testing was nee oe experience on the ne was 
recorded. Patients were then crossed over to alternate therapy for 
one mee ENG and subjective data was obtained again. The study 
was reported as double-blind. ‘The investigator concluded that seven 
of the ten patients improved on Serc, when measured by their subjective 
responses. (G-1, Vol. 17.1, p- 168, Table Sa. 
Study rrr. Fifty-eight patients suffering from vertigo were 
erences with Sere for two months. ENG tests were performed at the 
beginning and end of the two-month period. The investigator con- 
cluded that the majority of these patients subjectively reported 
penetecter results from Serc. eo 


‘Study Iv. Twenty-six parsence with vestibular pathology 


— Sere treatment for ‘varying ‘periods of time SRS from four 


‘to twenty-six ponte Some patients had mts associated with con- 
: ditions other chan Meniere! s disease. At ‘the end of this “study the 
: patients" ENG tests and subjective responses were compared to similar 
- sacs obtained prior to treatment. Dr. Bertrand, based upon the sub- 
-Jective responses of ‘these patients, concluded that Sere was bene- 
= ‘€ictal in the majority of patients. : ; 
’ The data in the NDA consists, ee of (1) a manuscript 
-setting forth ‘protocols, methods used in the studies, and some con- 


* “clusions, “(2) numerous tables of. patient results and (3) summaries 


of some “patient records. This data contains numerous errors and is 
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i insufficient to coe Dr. Rextrenaveicoocinerons 
This investigator attempts to correlate sub jective a 
-of vertigo and objective measurements of labrinthian function (ENG) 
vas it =e Telate to vertigo, cannon be accepted in lies of adequate . 
controls. The ENG test has been 2 SCS as a diagnostic aid for 
approximately three to five years. It is used by only a few prac~- 
‘titioners, and then primarily asa research tool. ENG recordings: 
vary considerably from sub Ject to sub ject and fron one’ laboratory. 
7 the next. Techatques of conduct ing this test vary and it SEE been 
es that each laboratory must establish its own tables or normal 
See. It is adnittedly not an exact science. For these reasons, 
the ENG test € does not have that degree or reliability and reproduc- 
abeltey necessary to ‘support the correlation proposed. tr. 2789- : 
28371. In addition, each study suffers from eritical “inadequacies. 

© Study I. This is not a Seuay designed to test the efficacy oe 


Sere in reducing vertigo in Meniere' s disease. Tt is an Resentment 


with normal subjects purportedly designed to establish the pharma- 
“cological action of Serc. The results show no depressant effect 
upon the function of the Labyrinth. They oD | not “show any SEtSES 
upon the mechanism of Meniecre' s disease or, as reported by the 


investigator, on the mechanism of the labyrinth. 


Study II. It is stated that ten patients comprised this 


CEES cross-over, two month study. The record. reyeals that 
‘twelve subjects Started on this oes nine Wests completed St 
. one dropped out; one was taken out asa non-Meniere’ s patient; and 


a third patient was taken ‘out because of difficulty with vertigo 


guring ‘the study. The code was broken prior to Completions of the 
; 5 fae: 
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‘study and it was determined that this third patient had been on 

~The ts population aonetant one alcoholic. There was’ 

" insufficient data supplied to determine the extent of concomitant 
drugs during the study Dentode Seven of the nine mectente vocetrea 
placebo first because the investigator failed to employ a separate 
xandomization procedure for this cay as is required, but rather 
gcocedes to combine randomization with Study te she number of pertent: 
studied it too small and the period of study, two months, cA too 
“short to support any scientifically valid conclusions concerning 


the. efficacy of Serc for its claimed use. te ee 


(Study 121 and IV. "These studies are nothing more than long ae 


pee treatment of patients with Sere.” No acceptable comparisons or 
“controls were “used. The "historical control" used is not’ acceptable.” 
ee -sithouwh 58 patieats were treated in Study III, patient Gare 
ees on approxinately ‘seven patients were ‘submitted. Nine , patients 
had conditions in addition to or different from Meniere" s disease. | 
hiisufficient data + was “submitted to enable ‘the evaluation of the” : 
investigator! s conclusions. Study Ww suffers from similar deficiencies. 
Thus, Bertrand Studies I through IV, taken individually or 
collectively, do not qualify as adequate and well-controlled clinical 
investigations which prove the efficacy of Serc in reducing high 
frequency vertigo associated with Meniere's disease. [Tr. 939- 988; 
1149-1157; 1182-1184; 3145; 3190-3192; 3950-3968; 3060-3294; 3385~ 
3436; G-1, Vol. 13.2, pp. 418-569; Vol. 14, pp. 15-187; Vol. 15.1, 


pp. 178-200; Vol. 17.1, pp. 90-92, 109-213}. 
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CONCLUSIONS OF LAW 

a New Drug Application Number 14-241 for Serc Tablets does 
not contain substantial evidence that this drug is efféctive as an 
aid for reducing the sreameney, of episodes of vertigo associated with 
Meniere's yatronel in those patients with a high frequency of verti- 
ginous episodes. The investigations relied upon herein by respondent 
do not qualify as adequate and well-controlled clinical investigations 
within the meaning of 21 U.S.C. 355(4) and (e). é 

2. New Drug Application Number 14-241 does contain uatrue 
statements of material facts within the meaning of 21 U.S.C. 355(e) (4). 

y 3. ‘The approval of New Drug Application. Number 14-241, previ- 

ously granted on November 17, 1966, must be withdrawn as failing to 
comply with the requirenents of 21 U.S.C. 355(e) (3) and (4). 

4. Approval of all supplements soins on New Drug Application 
Number 14-241, as they relate to By proposed clain that the new drug 
Sere Tablets is eefentine in reducing ele oncennras oe episodes of 
vertigo associated with Meniere's Syndrome in those patients eacae 
a high frequency of vertiginous episodes, is refused pursuant to 
21 U.S.C. SoG) because there is a lack of substantial evidence 


that Serc will neve this claimed effect. 
ORDER 


Based upon the foregoing Findings of Fact and Conclusions 


of Law, and pursuant to the provisions of Section 505(d) and (e} 


of the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. 355(d) and 


(e), it is hereby: ; 
ORDERED, that approval of New Drug Application Number 14-241 


and all amendments and supplements thereto, held by Unimed, Inc. of 
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Morristown, New Jersey, for the drug Serc Tablets (betahistine 
; hydrochloride) is hereby withdrawn, and it is further 


ORDERED, that approval of all supplements pending on New Drug 


Application Number 14-241 for the drug Serc Tablets is hereby refused. 


Charles Edwards, M.D. 
Commissioner of Food and Drugs 


